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STATEMENT OF C.R.F.

. . . R . s
The toxicological study of CRF 022: Esafosfina - Subacute toxicity of
one month in New Zealand rabbit has been performed by our Centre from

7/3/1974 to 26/7/74.
The researchers of various departments are:

TOXICOLOGY

Piero Mercatelli (B.Sc.)

HISTOPATHOLOGY

Alberta Argentino-Storino (B.Sc.)

BIOCHEMISTRY

Renato Ottavio Salerno (B.S.)

TECHNICAL DIRECTOR -~ MINISTERIAL EXPERT

Alfredo Nunziata (PHD)

Scientific Director

Giulio Cesare Perri (MD. PHD.)
The "Curricula Vitorum” of the above~mentioned are enclosed.

All the original documents, the specimen, the slides and all the material
concerning this experiment are available for inspection in our own files
at the following address:

C.R.F. S.p.A. - Via Tito Speri, 14 - Pomezia —Rome - Italy.

AUTORIZ. MIN. SAN. N. B0O 2/70.273/28258 DEL 3/8(74 - N. 800.2/70.273/26860 DEL 12/3/78

VIA TITO SPERL, 14 - 00040 POMEZIA (ROMA) - TELEFONO 9120648 - 9121084 - 5121085
CAPITALE SOCIALE LIRE 500.000.000 - C.C. 1. A. N. 376,736 - REG. SOC. TAI8 Ol ROMA N 28287
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Daily Registers: They show weights and dietetic consum- i

ptions registered during the test.

File: It contains the protocol with the notes
and corrections dated and signed by re-~

sponsible.

Row data: Drafts of reports and copies of tracks
of dietetic consumptions. Neither body
weights nor symptomatologic notes.
Clinical cards, autoptic cards and analy
tical cards are signed by the responsible.
Specimen: All the hystological reports are filed
with experiment number, sex, date, group

and animal number.

R. Costrini(

J ' .
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i . k,R“
— A ’\’\./\J . .
o A "

Roma, 15.5.1982
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Nonclinical Laboratory Inspection Data

A. TESTING FACILITIES

1.

The testing, facility in general is of suitable size, adequate
construction and properly located to perform nonclinical labo-
ratory studies. Defined and, if necessary, separate areas are

provided.

Yes —~ plan of laboratories and facilities are enclosed.
Adequate space is provided for administration, supervision, and
direction of the testing facility as well as satisfactory faci-
lities for toilets, lockers, showers with hot amd cold water,
and air driers or single use towels plus all necessary accouter
ments in accordance with repgulations set forth by the OSHA in

29 CFR. !

Yes.

B. PERSONNEL

1.

List of personnel at the date of test in February 1976:

Director : Prof. G.C. Perri
Associate : Dr. A. Nunziata
Researchers : Dr. P. Mercatelli : Toxicologist
Dr. A. Argentino : Pathologist
Mr. R. Salerno : Biochemist
Mr. T. Bianco : Chemical Analyst
Dr. M. Nannini : Toxicology

Technician

Dr. R. Campa

Mr. G. Magnarelli :

Miss. L. Cancelli Toxicology worker

Mrs. T. Fusco " "
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Page 4

Procedures are written that describe the responsibilities of
the QAU and the records it maintains.

Responsibilities of the QAU (Responsible for Mimistry of
Health) are written in Italian Ministry of Health Circular
54 bis and 75,

D. EQUIPMENT

1.

Equipment of appropriate design and. adequate capacity is avail-
able to obtain values reported.

Yes.

Location of equipment permits easy operation, 'cleaning and main-
tenance; and,

Yes.

Is cleaned, inspected and maintained regularly.

Yes.

There are written standard operating procedures which describe
in detail the methods, materials and- schedules to be used in the
routine inspection, cleaning, maintenance, testing and calibra-
tion of equipment; and, ’

Procedures for equipment in respect of the procedures of the
suppliers for cleaning etc. are not written procedures but only

internal regulations and control of Head of Laboratory.

The specific remedial actions to be taken in the event of failure
or malfunction of equipment;and,

Yes.
Designates the individual responsible for each of the operations.

Yes for each laboratory the Head is the individual respomsible.

et bt e
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Copies of the standard operating procedures are available
to laboratory personnel.

References of the methods and procedures are available to
laboratory personnel.

N et b Sttt el S o i
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£. TESTING FACILITY OPERATION

1. Separate laboratory space is provided for the performance of
routine procedures or categories of procedures; and,

Yes.

2. Separate laboratory space is provided for the performance of
specialized activities such as aseptic surgery, intensive care,
necropsy apd radiography

Yes.

3. Spaces of cleaning, sterilizing, and maintaining equipment and
supplies used during the course of the study are separate from
the areas housing the test'system.

Yes.

4., Studies involving radioactive or other biohazardous materials
are carried out in special facilities or areas which provide
protection to personnel, test systems, and the external environ
ment against contamination or unnecessary radiation exposure,

or infection.

Yes.

5. Persons possessing and using radiocactive materials are licensed
in accordance with the Nuclear Regulatory Commission regulations

or meet the requirements of an agreement state.

Yes.

6. Special procedures are employed for the handling of other bioha-

zardous materials.
Yes in respect of the Italian laws.

7. Written standard operating proce ures (which at least meet GLP

requirements) are maintained detailing the methods to be used in

performing noncclinical laboratory studies.

No.Detailed methods were written or photocopy of references was

made available.
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18.

19.

20.

21.

Preparation and validation of final study report.

Idem as E1O.

A historical file of standard operating procedures annotating
effective dates and dates of revisions is maintained.

No data are only available for all materials of the study
that are kept in the archives or in a general file.

The relevant standard-operating procedures are available at
all times in the immediate bench area of personnel performing

the procedures.

idem as E19.

All reagents and:solutions in the laboratory area are labeled
adequately.

in respect with Italian regulations.
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10.

12.

13.

Animals are free of any naturally occuring diseases or condi-
tions that might interfere with the purpose or conduct of the
study.

Yes.

The 4d
i€ gliragnesis, u i 1Q1Ce ption of the freat

ia nel

iagnosi
ment {including dates of treatment of animals involved) of
test systems is adequately documented.

déscription of the treat—

Only. if it happens; without written authorization.

Methods for the unique and permanent identification of all ani-
mals when needed have been developed and applied to preclude
mixup of animals and/or their . ssues; and,

Yes.

Routine of specialized housing of animals of different species,
or of the same species used for different studies is adequate
to precludé interspecies transmission of infection, mixup, or
other events that may affect the outcome of a study or studies.

Yes.

The proper placement of animals which are transferred from one
cage to another in the same location is checked by the transfer-
rer and verified by a responsible person appropriately documen-
ted, and a record of the procedure maintained.

No.

Animal waste and refuse is collected, stored and disposed of in
a safe and sanitary manner so as to preclude vermin infestation,
odors, and disease hazards.

Yes.
Animal cages, racks and- accessory equipment are cleaned and sa-
nitized at appropriate intervals as recommended in HEW Publica-

tion No. (NIB) 74-23 or subsequent revisions.

Yes.
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TEST AND CONTROL SUBSTANCES

1.

Each container for a test and control substance is appropriately
labeled and adequately stored. to maintain the identity, strength,
quality, and purity of said substances.

It was labeled by the Sponsor and stored in cold room.

An appropriately identified reserve sample selected at random
from each batch of test and control substance used in a study

of more than 4 weeks duration, is taken, stored in an identical
immediate container under appropriate storage conditions, and
analyzed at the time the batch is depleted, at the termination
of the study, or at the expiration date (whichever occurs first)
to assure that the identity, quality, strength, purity, and sta-
bility conform to established specifications.

No.

If test or control substances are mixed with a carrier prior to
administration each batch of such mixture is tested periodically
for the adequacy of the mix to assure uniformity and to deter—
mine the concentration of rhe substance in the mixture. Describe
procedures used.

No only at the beginning by the Sponsor.

Enough samples of each batch of the mixture are returned to the
Sponsor for such analysis if the stwudy is a blind study.

No.

Each batch of the test anmd control substance-carrier mix is tested
for stability for at least the length of time between mixing and:
use and to establish storage conditions and an expiration date.
No.

For each batch of the test amd-control substance, tests are per-
formed to determine the release from the carrier mix and the re-

sults documented.

No.

bt o o
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STUDY IMPLEMENTATIONS AND CONDUCT

1.

Scientists or other professional persons are available to provide
assistance and consultation to subordinates and to handle unfor-

seen issues.
Yes.

Specimens are identified by test system number, study number, na-
ture of specimen and date. Explain identification system.

Yes. Specimensare coded either by test number date or animal num
ber or code number depending of the specimen.
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I. STORAGE AND RETRIEVAL OF RECORDS AND DATA

1. The testing facility maintains and retains all raw data, documenta-
tion and other information, protocols, specimens, and final reports
generated during and as the result of a nonclinical laboratory stu-
dy and they are retained in an archive of adequate space andcdesign
and are indexed to facilitate their orderly and: expedient storage
and retrieval.

Yes.

2. The archive provides the proper conditions to minimize deterioration
of all stored material for as long as they are required to be re-
tained.

Yes.

3. The archive contains specific reference to other locations in which
documents and specimens may be stored.
All materials are kept in the archive.

4. Documents and:specimens required to be maintained in the archive
. and not physically present there have appropriate amnd specific re-

ference to their location filed in the archive.
Yes.
5. An individual responsible for the archive is identified.
Yes.
6. Only authorized personnel enter -the archive and whenever a custodian

of the archive is not present the suitable repositories for the docu

ments and- specimens are locked:

Yes.

7. Whenever the original material is transferred to the sponsor's

archive at the sponsor's request at the completion of the study, du-
P eq mp L€

plicates of all material required- to be in the archive are retained
there, when the nature of the material permits.

Original material is never transferred to the sponsor's archive.
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All material required to be retained in the archive is avail-
able for inspection to authorized employees of the Food and
Drug Administration.

Yes.

ut to a commercial archive

If the are¢ ut
not belonging to the research facility or sponsor, then the
name and address of the commercial archieve has been provided

to the sponsor in the submission of the final study report.

ive has been contracte

Nt
O~}

Not applicable.
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J. RETENTION OF RECORDS

1.

All protocols, raw data, specimens, final reports and other re-
quired documents pertinent to the conduct of the study, including
records and reports of maintenance, cleaning, calibration and
inspection of equipment, are stored in an archive, and retained
for the specified time.

A1l materials pertinent to the study are kept in the archive.
Time depends on the sponsor request.

Curriculum vitae and job descriptions of all personnel engaged
in conducting the study are retained for the specified period of
time, either in the facility employment records, or the archive;
and are available for inspection.

Data are kept in the administration office.
The master schedule sheet, records of inspection or evaluation
and- status reports of the quality assurance unit are retained

for specified period of time.

No. ’ .
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K.

1.

PERSONNEL

Adequate periodic training is provided by well-qualified indi-
viduals to assure that each pérson engaged in a laboratory stu
dy continues to be qualified for his/her function.

Personnel is examined by the Head of Laboratory and by Techni-
cal direction.

A current curriculum vitae (C.V.) is maintained along with a
current job description for each person engaged in the conduct
of the study. The testing facility also retains the last
available C.V. and job description after termination of employ-
ment. {(Obtain copies of C.V.

Yes.

The testing facility has a sufficient number of personnel to
accomplish the activities specified by the protocol.

Yes.

Persons found to have an apparent illmess that may adversely affect
the integrity of the study are removed from direct contact with

any or all applicable aspects of the study until the condition is
corrected. Such facts are documented in the records of the study.

Yes but these facts are not documented.

Il
I
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L.

QUALITY ASSURANCE UNIT

1.

Each phase of a study is periodically inspected, written reports
are prepared, and corrective actions when required are documen-
ted.

Each phase of a study is not periodically inspected by the Respon
sible of Ministry of Health.

All studies are evaluated for conformity to the protocol as re-
quired, deviations from the protocol or standard operating proce-
dures are not made without prior apprival, and written records of
these activities are maintained. The quality and reliability of
work performed by cdntractors and grantees is monitored.

Deviations are only written on the final report and on laboratory

record.

Status reports are submitted to management periodically.

No.
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M.

1.

EQUIPMENT

Equipment, procedures and materials used-to protect the inte-
grity and health of test systems, including pest contrel, are
of appropriate design and type, and do not interfere with the
conduct of the study; and,

Yes.
Can be easily cleaned and mainté;ned; and,
Yes.
Is ¢leaned, inspected and maintained regularly.
Yes.
Equipment and materials used to. prepare and administer test
and/or control substances are of adequate design to assure ac-
curate administration of these substances; and,
Yes.
To preclude contamination of test and control substances; and,
Yes. . .
Can be easily cleaned and maintained; and,
Yes.
Is cleaned, inspected, maintained and calibrated regularly.
Yes.

Written records are kept which accurately document all inspection,
cleaning, testing, and calibrating operations; and,

No.
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10.

Nonroutine maintenance and remedial actions taken because of
failure or malfunction.

Yes.

The use of all cleaning, maintenance, and pest control materials
which might interfere with the conduct of the study or be hazar-
dous to the test system is adequately documented and does mot
contaminate test systems.

Yes.
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N. ANIMAL CARE

1.

Needs for deviation from the standards for animal care are adequate-
ly documented and incorporated in the records of the study.

Not completely.

Environmental factors such as the caging and housing systems, sanita-
tion practices, diet, handling, ventilation, lighting, temperature
and noise control are maintained uniformly throughout the course of

the studies; and,

Yes.

Changes to new locations, or of envirohmental factors, are not made
during the course of the study without written permission from the
study director; and the record of the approval and details of the
changes are maintained.

Changes are not made during the course of the study.

All newly received animals are kept in quarantine for a predeter—
mined period of time during which their health status is evaluated.
(State length of quarantine period for species involved in this
study and reasons for disqualifying ?niﬁals from tje study if ap—

plicable).

Animals Gabbitd were kept in quarantine for 20 days in some area of
the study.

Bedding used in animal cages or pens does not interfere with purpose
or conduct of the study.

Sawdust was used in bottom wire cages.

[
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0.

TEST AND CONTROL SUBSTANCES

1.

Each batch of a test and control substance is assayed for identity,
strength, quality, and purity prior to initiation of the study
either by the laboratory or the sponsor who provides verifying do-
cumentation with the substances.

These actions were performed by the Sponsor.

Prior to initiation of the study the stability of each test and
control substance is determined, where possible, and if not pre-
viously determined by the sponsor, unless stability is the purpose
of the study.

Idem as Gl.

The test and control substances are derived from the smallest num—
ber of production batches consistent with their stability and ne-
cessary to fulfill the requirements of the study.

Test substance was derived from one batch.

A system for the distribution of the test and control substances is
established with procedures to assure that proper storage at all
times maintains the identity, strength, quality, purity, and stabi-
lity of the substances; and,

Procedures were used "de facto" by verbal indication of the Head
of Toxicology. .

the possibility of cross—contamination of the substance, is preclu-
ded; and,

Yes.

appropriate identification of the substance is maintained throughout

the distribution process; and,

Yes.
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10.

bution‘of each batch of the substance

The receipt of batch from the Sponsor is properly documented.

If batches of test and control substances are returned from
distribution for redistribution, test and control substances
are quarantined in a separate and identificable area; the

source of the return and the reason for the return are docu-

mented.

Every day of administration new flask with lyophilized product
was allowed.

Batches of the test and control substances to be redistributed
are reanalyzed to determine conformance to established speci-
fications and redistributed only if all appropriate standards
and specifications are met.

No.

Batches of returned test and control substances tha do not con-
form to appropriate standards and specificatidns are not distri-
buted without documentation of further appropriate investiga~
tions made and corrective actions taken.

No. ’ .

d e b e s e
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P. STUDY IMPLEMENTATION AND CONDUCT'

1. A written detailed protocol including statistical methods is
available and.approved before the study initiation.
Yes.

o
.

The protocol contains the name of the sponsor, a descriptive
title and statement of purpose; and,

Initial protocol contains descriptive title and statement of

purpose.

The name of Study Director, as well as of scientists or profes-—
sional persons, laboratory assistants and animal care personmel;

and,

only the name of the Study Director.

The name and address of any contractors; and,

name and address of lab. testing.

Tdentification and stability of test.and control substances;-and,
Identification of the test substance.

Proposed dates for starting completion and submission of finmal
reports; and,

No.

Specifications for thr test systems including source. (obtain name

and address) and,

No.
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8. Procedure for unique identification of test system if needed, the
method for randomization, if any, and its justification: and,

No, but the -rabbits were caged indiwiduglly.
9. Description of the diet used in the study as well as solvents, emul-

sified and/or other material (s) used to solubilize or suspend the
test and control substance before mixing in the carrier.

No.

10. Route of administration of test and control substances and reason for
its selection; and,

Yes.

11. Dosage levels (s), method and frequency of administration, and method
to measure absorption; and,

i

Yes, except method to measure absorption..

12. Types and frequency of tests, analyses and measurements, and records to
be maintained; and,

Yes.

13. Nonroutine procedures required to assure personnel health and safety.

No.

14. Changes or revisions to an approved protocol are documented, signed by
the Study Director, dated and retained with the protocol.

Yes.
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15.

16.

17.

18.

19.

20.

21.

The Study Director assured that the approved protocol, including revisions
is followed precisely and,

Yes in the protocol attached to the final report.

Test and control substances are appropriately tested; and,

No.

Test systems are appropriate for the study; and,

Yes.
Personnel recources, facilities, and methodologies are available and,

Yes are dexcribed in the final report.
Personnel involved in the study understand their responsibilities; and,

Yes in the final report.

All data are accurately and promptly veérified and recorded including:
The administration of the test and control substances to the appropriate
test systems in the appropriate dosage, by the approproate method and
at the appropriate time, as specified in the protocol (describe in de-
tail; and,

Control of all raw data was made when final report was written.

The tracking of a test system life history in order to assure the accuracy

apd consistency of all responses and manifestations observed during the
course of the study. (Describe the tracking system in details and

Partially described in the final report.

i
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22. The age at sacrifice/death for each test and control test system;

and,

Yes.

23. Gross pathology findings which are available to the pathologist
examining the specimen microscopically, and

Yes.

24. Unforseen circumstances that may affect the quality and integrity
of the study are noted and documented; and,

Yes.

25. Unexpected health hazards to test systems are promptly reported to
the appropriate supervisor and that corrective action taken is do-

cumented; and,

Yes corrective actions were taken if available and documented in the

record.

26. The responses of test systems are documented; and,

Yes.

27. All required GLPs are followed; and

At he time when the study was conducted GLP were not available.

28. The study is carried out in a manner that provides for safety for
laboratory personnel, and,

Yes.

s e
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29.

30.

31.

32.

All data, documentation, other informatiom, protocols, specimens
and final reports are transmitted to the archive.

Yes.

All data generated during the study are recorded, signed and dated
in the required manner.

Not always. It was not ufficially requested at this period.

Test systems are monitored in conformity with the protocol.

f

Yes.

Animals moribund or found dead during a study are necropsied as spe-
cified in the protocol. Explain the operational procedures.

Yes Procedures of the action are documented in the record and final

report.
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REQUIRED DESCRIPTIVE OR QUANTITATIVE INFORMATION FOR COMPLETED

ANTMAL STUDIES ONLY

a. Species being used in the study

New Zealand rabbits.

b. Length of time that the animals were on study
20 days for quarantine; 30 days for treatment.

c. Number of animals loaded into the study:

1. on test substance : 20

2. on control : 10

d. Number of animals:

o
-

1. on test substance found dead
2. on test substance sacrificed : 19

3. on control found dead : none

4, on control sacrificed : 10
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R. REPORTING OF NONCLINICAL LABORATORY STUDY RESULTS

[y
-

The final report shall contain the name and address of the

facility performing the study, and

Yes.

dates on which study was initiated and completed; and,

Yes.,

the identity of the test and control substances; and,

Yes.

the name of the Study Director, and

Yes.

A summary of data, and analysis of data, and a statement of
the conclusions drawn from the analysis, and

Yes.

Reports of each individual scientist or other professional
persons involved in the study, appropriately signed and
dated and,

No.

the location where all raw data and the final report are to

be stored.

Yes, but not precisely the room and the rack.
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10.

11.

12.

13.

14.

15.

The final report describes the objectives -and procedures stated
in the approved protocol, and

Yes

the data elements collected during the study, and

Yes

the statistical methods employed for analysing the data, and

Yes

the stability of the test and control substances under the con-
ditions of administration, and

No, see the report, the test substance was lyophilized and solution
was prepared at the moment of the administration.

the methods used, and

Yes

the test system used, and

Yes

the dosage, dosage regimen, route of administration and duration;
and,

Yes

any unforeseen circumstances that may have affected the quality or
integrity of the nonclinical laboratory study.

Yes, if it is available.

- - - - —
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16. Amendments to the final report are clearly identified, justified,
signed and dated.

No, the final report relates the correct execution of the study.

Geltro Ricarca Tarmaceutica Sp.A
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~PEXLCQLOGICAL REPORT ON ESAFOSFINA PRODUORD BY BIOMEDIC?
Bl FOSCAMA —~ ROMRB

30 DAY SUB-AGUTE TQXICITY IN EABBIT

BIOMEDICA FOSCAMA S.p.A.
Chemical Pharmaceutical Industry
ROME~ITALY
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TOXICOLOGICAL REPORT ON ESAFOSFINA R pRODUCED BY BIOMEDICA
FOSCAMA - ROME

CRF-022

- 30 DAY SUB-ACUTE TOXICITY IN RABBIT
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PROTOCOL .

30 DAY SUB-ACUTE TOXICITY IN RABBIT

PURPOSE

To study possible toxic effects produced by fructose 1-6 diphosphate

administered for a 30 day period.

PRODUCTS AND DOSES

The product doses are selected on the basis of use in human therapy and

maximum concen‘tration obtainable.

Dose I = 200 mg/Kg equal to 3 DTS

Dose If = 100 ml/Kg equal to 15 DTS
Controls receive( apyrogenic saline. The doses will be administered i.v. in a
volume of 4 ml/Kg. The solutions are prepared by diluting 5 g of
ESAFOSFINAR in 25 ml of bidistilled water which are brought to 1060 ml Zor

Dose I and to 200 mi for Dose Il with sterile apyrogenic saline.

EXPERIMENTAL CONDITIONS
The test is carried out on 30 New Zeeland rabbits (body weight 2200-2400 g).

The animals are kept in single cages in standard conditions (22-24° C
temperature and 50-55% relative humidity). They are randomly divided in 6
groups. The substance being tested is administered i.v. 6 days per week. (if
administration is required 7 days per week, then ﬁwe cost of overtime will be
charged). The controls receive saline in equal volume to the volume per

kilogram administered to the treated animals.
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CONTROLS

Behaviour and general conditions of the animals are controlled every day.
Body weight and diet consumption are controlled every five days. On day 30

of treatment, 5 males and 5 females per dose level are sacrificed and on each

animals the following analyses are performed :

BLOOD TESTS

Glucose Chlorides
Uric nitrogen Potassium
SGPT Total proteins
Bilirubin A:bumin

Alkali phosphatase

Inorganic phosphates

CO2 Cholesterol
Sodium LDH
SGOT ca*?

HAEMATOLOGIC TESTS

Hemoglobin Erythrocyte count
Hematocrit Leucocyte count ‘
MCV . Leucocyte formula
URINE ANALYSES

pH Blood

Proteins Ketone bodies
Glucose Bilirubin

Sediment Urobilinogenous
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AUTOPTIC EXAMS
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After sacrifice on day 30, a microscopic examination of the internal organs is

performed and the following are removed : brain, pituitary gland, thymus

gland, heart‘, liver, spleen kidneys, adrenal glands, gonads, uterus or prostate.

Any other organ which on macroscopic examination presents lesions of any

kind is also removed.

HISTOPATHOLOGICAL EXAM

The following tissues are removed during autopsy and, following fixation,

embedding and staining, are examined histologically. Ematossilina Eosina

and Van Gieson dyes are routinely used.

Adrenal glands
Brain

Gonads

Heart

Kidneys

Thyroid

Uterus or prostate

Intestine (3 levels)

Pancreas
Pituitary glands
Thymus gland
Spleen

Stomach

Liver

Lung

Bone (femur)

Complete histological exams will be performed only on the animals on the

highest dose and the controls.

FINAL REPORT

Once the experiments are complete, a final report, containing, in addition to

the experiment's purpose, all laboratory data, will be drawn up. The report

will also include the individual clinical cards for each animal. All parameters

will be processed statistically with a computer and the data will be attached.
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LABORATORIO DI CONTROLLO CHIMICO
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N fotio o di preparazione _

BIOMEDICA

FOSCAMA 9

tndusteia Chi ™
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> 77
rQ

_ . P 4
Controlio N.__ -Y*
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SUB-ACUTE TOXICITY IN RABBIT
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The Biomedica Foscama Company requested a toxicological study of their
product ESAFOSFINAR administered i.v. The substance, a white liophylized
powder, was given to us in 5 g containers taken from production lot no. 02 of
January 22, 1976. The experiment was numbered CRF-022 for our records.
A liophylized container of the product, together with its analytical
certificate, control no. 10478, January 30, 1976 {(a photocopy of which is
attached) has been saved and marked BF CRF-022 and is available for
control.
With the same classification number the following documents and materials
have also been filed in our archives: )
1)  Books and original clinical cards
2)  Copy of the final report
3)  Microscopic glass slides of :
a) each animal's blood smear
b) histological sections of every organ removed.
4}  Organs removed during autopsy under 10% neutral formaldehyde.

The materials will be available for 5 years from the date of the final report.

A) EXPERIMENTAL PROTOCOL

30 New Zeeland rabbits (15 males and 15 females) (body weight 2200-2600 g)

supplied by the Pellizzari Firm (Bergamo) were used for the experiment.
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The animals were randomly divided in 6 groups of 5 animals each (Group I, III,
V  males and Group II, IV, VI females)he animals were identified by an
individual and group number. They were kept in single cages under standard
conditions (22-24° C temperature and 50-55% relative humidity). The animals
were nourished with a standard Mill-rabbit feed furnished by the Merini Firm
(S. Polo d'Enza) with water ad libitum.

The doses were selected on the basis of the human ﬁerapeutical dose and the
maximum concentration solution and they are s 200 rhglkg to Groups I, If 100
mg/Kg to Groups Ill, IV The doses were administered i.v. in a volume of 4
ml/Kg. The solutions are prepared by diluting 5 g of ESAFOSFINAR in 25 mi
of bidistilled water which are brought to 100 mi for Dose I and to 200 ml for
Dose II with apyrogenic saline. The solutions are injected slowly (2 ml/min)
once a day six days a week into the ears' marginal vein. General conditions

and behaviour of the animals were controlled daily, diet consumption and

body weight every five days.

LABORATORY TESTS

Hematologic and biochemical controls (Table 1 and 2) were performed before
the experiment (zero time controf) and after 1 month of treatment. Before
every sampling and at sacrifice, the animals were placed in a metabolic cage
to collect the urine, on which the tests listed in Table 3 were performed.

During autopsy, all the organs were examined carefully and those listed in

Table 4 were removed.

The orgahs and tissues listed in Table 5 were fixed, embedded and examined

histologically after routine staining (Ematossina-Eosina dn Van Gieson).
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TABLE |

Hematological tests performed after sacrifice of animal

The following haematological blood tests are performed :

;
Red blood cell count V2V i
White blood cell count ‘(A) :
Haemoglobin determination (A) |
Haematocrit (A) :
Leucocyte formula (M) ;~—-
MCV (A)

Tests marked (A) were performed with a SMA 4 Analyzer of Technicon ,

Instruments Corp.
Ratios were calculated by eletronically.
Tests marked (M) were done manually according to classical procedures.

BIBLIOGRAPHY

1. Staining Procedures, The Williams and Wilkins Co., Baltimore, 1973

2. Methods in Toxicology, Paget G. E., Blackwell S.Pub., 338-371, 1970

3. The Blood Morphology of Laboratory Ani«mals; Schermer S., F. A. Davis

Co., Philadelphia, 1970
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TABLE 2

BIOCHEMICAL BLOOD TESTS PERFORMED AFTER SACRIFICE

1. SGOT (A)  2.SGPT A

3. Albumin (A) 4. Total protein (A}

5. Alakli phosphatase () 6.CO, (A)
7. Urea (A) 8. Glucose (A) <
9. Total bilirubin (A) 10, Cholesterol: (A) ;
11. Inorganica phosphorous (A)  12. LDH a) g
13. Na* © 1kt ©
15. Chlorides ® 16.Ca'" (B)

The tests marked (A) were performed simultaneously on a single blood sample
with a SMA 12 Micro-Plus Analyzer, those marked (B) separately on a

Technicon II Generaltion Analyzer.

BIBLIOGRAPHY

The following methods were used :
1. S.G.0O.T.
Rush et All., Ame. Ass. Clin. Chem. Symposium, Buffalo 1970

2. S. G. .O.T.
Rush et All,, Ame. Ass. Clin. Chem. Symposium, Buffalo 1970

Methods 1 and 2 are based on spectrophotometric readings of the change in

optical density of NADH.



3. ALBUMIN
Boumas Watson, Clin. Chem. Acta 31, 87-96, 1971

Bromocreosole green which lacks affinity to bilirubin and drugs is used.

4.  TOTAL PROTEINS

Based on the Biureto reaction, it is the standard method for autoanalyzers.

5.  ALKALI PHOSPHATASE

Morgensterns et Al., Clin. Chem. 11, 876, 1965
Based on the enzymatic hydrolysis of p-Nitrophyael phosphate and on the

quantity of freed p-Nitrophenol.

6 Co,

Based on the method of H. Hochstrasser, U.S. Pat. 3,572,1964 adapted to

automation.
7. UREA

Marsh et All., Clin. Chem. II, 624, 1965
The urea reacts with diacetylmonoxima in the presence of thiosemicarbazide

and ferric ions in an acid environment giving a colored compound.

8. GLUCOSE
Bittner McCleary, Ame. Jour. Clin. Path. 11, 423, 1963

9.  TOTAL BILIRUBIN

Jendrassik and Grop, Bioch. Z. 297, 81, 1938 -
Modified by Gambino and Schriber.

Automation in Anal. Chemistry, Mediad Inc., N.Y., 1964
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10.

11,

12,

13.

14,

15.

1e.

CHOLESTEROL

Huang, Anal. Chem. 33, 1405, 1961

INORGANIC PHOSPHOROUS

Robinson et Al., Ann. Clin. Bioch. 8, 168, 1971

LDH
Wacher et All., N. Eng. J. Med. 255, 449, 1956
Modified by Kessler et Al. in Advances in Automated Analyses 1, 6-7,

1970

Na*and K*

Flame spectrophotometer (Coleman)

CHLORIDES
Skeggs and Hochstrasser, Clin.Chem. 10, 318, 1964

Ca++

Wells R. Moorhead and Homer G. Biggs, Clin. Chem. 20/11, 14581460,

1974
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URINE ANALYSES

,“.,.

i. pH
2. Proteins
3. Glucose

4, Blood

- 10 -

TABLE 3

Bilirubin
Urobilinogenous

Sediment

The determinations were carried out according to classical clinical laboratory

procedures.

See for example : HANDBOOK OF CLINICAL LABORATORY DATA

THE CHEMICAL RUBBER COMPANY

' CLEVELAND OHIO, 2nd EDITION 1968

TABLE &

Organs that are removed and weighed after sacrifice and whose weights are

used for statistical correlations :

Brain

Pituitary gland
Thymus gland
Heart

Liver

Seminal vescicles

Spleen

Kidneys
Adrenal glands
Gonads

Uterus or prostate
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TABLE 3

Organs and tissues which are removed for autopsy and fixed for inclusion and

histopathological examination :

Adrenal glands Gonads

Pituitary glands Liver .

Spleen Intestine (3 levels)
Heart Pancreas

Bladder Stomach,

Lung  _ Kidneys '

Thymus gland Uterus or prostate
Brain Bone (femus)
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B) EXPERIMENTAL SCHEDULE

March 3, 1976
March 8, 1976
March 10, 1976
April 5, 1976
April 14, 1976

Animals under diuresis

Zero time endocardiac blood sample drawn (15 M + 15 F)
Treatment begins
Animal no. 5 Group 1 dies from pneumonia

Drug administration having.been completed, the rabbits are

placed in metabolic cages.

April 15, 1976
April 20, 1976

April 21, 1976

Endocardiac blood samples drawn for 1 month control.

The following animals are sacrificed :

Rabbits no. 1 2 3 4 Group 1

Rabbits no. 1 2 3 4 5 Group II

Rabbits no. 1 2 3 4 5 Group III

The following animals are sacrificed :

Rabbitsno. 1 2 3 4 5 Group IV

Rabbits no. [ 23 4 5 Group V

Rabbits no. 1 2 3 4 5 Group VI

Death is provoked by the injection of air in the marginal
vein; the animals are then bled By means of & incision in

the carotid.
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C) RESULTS

Statistical Calculations

The -animals's growth curve results are reported in grtaphic form according to
the method of Gray and Addis, in which the logarifhm of the weight is an
inverse function of time; a linear function is thus obtained that allows
comparison by means of a statistical analysis of the lines' angular coefficient
which it represents.

Diet consumption, reported on the individual clinical cards, indicates the
weight consumed in 5 days.

Average weights per Group are reported on the graph.

The biochemical, haematological and autoptic | data were processed
statistically by means of one-way variance analysis for several groups (1) to
which Bartlett's variance homogenuity test was appliéd.

Summary table with averages, +/- S.E. and confidence limits are reported for
each group. Fisher's F'S and their relative significance are also given in the
variance analysis tables, and the groups which compared to the controls have

a significance of p 0,05 are also indicated.

1) W. G. Snedecor, G. W. Cochran, Statistical Methods, VI ed. lowa State

University Press, 258, 1967
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C - 1) General behaviour and clinical tests

No changes in behaviour or general conditions were observed in the rabbits
treated with 30 injections of ESAFOSFINAR. Nor were changes noted in the

respiratory apparatus, the cardiovascular system and the C.N.S.

C - 2) Body weight and diet consumtion

During administration, body growth (see graph) was normal in all groups.
Treatment did not cause a noticeable change in trend. The trend of diet
consumption is the same for all types of treatment, showing a slight drop

back in the initial 15 days of treatment, but remaining constant thereafter.

C- 3) AUTOPTIC RESULTS

During the experiment there was one case of spontaneous death (No. 5 Group
I). The autopsy revealed an increase in the volume of the lung tissue, which
was gray-pink in color. Under pressure a whité mucoid exudate outflowed
from the bronchi. Death was attributed to pneumonia.

The autoptic examination carried out after sacrifice at the end of the
experiment did not reveal pathological conditions and the organs appeared to
be in good conditions.

The places were the injections had been made (mairginal vein in both ears)

showed no alterations or necrotic areas.

C - 3 a) Absolute weight of organs

The one-way variance analysis applied to these values indicates that there is
a significant variance in the absolute weighi of the liver and heart in the

males. These values, lower in the treated aqimals, are not correlated to the

o o $vets wn e
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dose, as a result of which, the variance cannot be related to the treatment.

In none of the female values is there a significant difference between

treated and controls.

C - 3 b) Relative weight of organs

The relative weight of the liver of the treated males is statistically lower
than that of the controls, but in a way that cannot be correlated to the dose.

No significant alteration is found in the females.

C - 4) HAEMATOLOGICAL EXAM

The average haematological values at zero time show the homogeneity of the
animals and their initial excellent clinical condiiions. The treated animals
(males and females) show a significant increase of HCT and red blood
corpuscles compared to the controls. This trend is correlated to the dose.
There is a significant decrease of neutrophyles in the males and a relative
increase of lymphocytes at both doses compared to the controls. All values

range within standard average values for rabbits.

C - 5) BIOCHEMICAL TESTS

The average biochemical values at zero time show the homogeneity of the
animals and their initial excellent clinical conditions. Significant values for

males are distributed as follows :

Total proteins : lower for both doses

Cholesterol s lower for both doses

Bun : lower for both doses

Glucose : higher in treated for both Hoses
Ca+2 ¢ higher in treated for both doses
Alkali phosphatase : higher forthe 200'mg/Kg i.v. dose

-~
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Significant values for females are :

Total proteins : lower for both doses
Cholesterol : lower for both doses
cr : lower for the 200 mg/Kg i.v. dose

Nevertheless, the animals' biochemical values do not differ from normal

values for rabbits.

Urine constans

There is no alteration in the: values.

D) CONCLUSIONS AND COMMENTS

The examination of the data in this report shows that, in our experimental
conditions and at our doses, l’:iSl‘.FOSFII*i}\R produced by BIOMEDICA
FOSCAMA of Rome has no toxic effect. |

The doses selected are higher than normally used in human therapy :

2.60 DTS

200 mg/Kg i.v.

100 mg/Kg i.v. 1.30 DTS

H

Statistically significant biological and hematological variations were noted;
however, the biological significance of these variations is accidental and not
correlated to treatment. The variations are normal in the species used and
derive from the individual animal's capacity to reestablish the homeosta;:ic
equilibrium that had been broken by repeated administration of non
physiological volumes of liquids and salts.

The small variations in the individual biochemical values derive from each
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animal's capacity in contrasting exogenous action.

On average, the values range within normal limits. It can thus be concluded
that ESAFOSI“‘INAR is a product that is well tolerated by animal organisms,

even in case of repeated administrations and that it lacks toxic effects.

Pomezia, July 26, 1976.

e
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Q) HISTOLOGICAL REPORT

RABBITS - TIME = 1 MONTH

30 days after the experiment has begun, the organs of the rabbits treated
with ESAFOSFINAY, administered i.v., at two different dose levels plus

a control group, are examined histologically. Fixation and staining

procedures are described in the protocol.

These are the results of the microscopic examination for each animal:

Group | No.l 234 N. S.
Group I No.12345 N. S.
Group III No.12345 N. S.
Group IV No.12345 N. S.
Group V No.12345 N. S.
Group VI No.12345 ) N. S.

The histological examination performed at t= 1 month on rabbits treated . g
with ESAFOSFINAR does not reveal lesions in any of the organs.

Microscopic examination shows shows normal functions of the various »
parts of the organism throughout treatment that enables us to exclude :

that the substance administered may have toxic effects.

Pomezia, July 26, 1976
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C.R.F. FONTCULOGIC DLPARIMENT
BIOCMIC AL VALULS ANALYS 1S OF VARTANCK EXPLIRIMEN n 022 skX M STRAIN NEW.ZEL. - _TiMi: -1 M()N'?fz
et b 1 LROUP 11X ‘ Grour v F SIGNIF., +
o 2 meq/l 15.500 + 0.6455 16,600 + 1.8055 14,400 +:0.9274  0.76  N.S.
Prot.Tot, g% 7.575 4 0.2323 7,960 + 0.3600  2.140 + 0.4632 4,52 0.05 1
Albuminc gt  5.050 + 0,1443 5,080 + 0,2922  5.680 + 0.2245  2.24  N.S.
p inorg.  mgt 8.150 + 1.0 74  7.880 + 0.3382  8.440 # 0.1720  0.25  N.S.
cholest. mgt $8.750 + 2.3936 78,000 + 7,6811 93,000 % 4.0620  $.08  0.01 1
_Glucesc  mgh 156,250 + 3.1458 168.000 # 4.6368 156.000 + 1,0000 4,39  0.05 2
BUN mgt 21.000 #+ 1.4720 20.200 + 0.9695 28.600 + 1.8601 10.10  0.01 12 .
Bilirub.T, mg% 0.425 + 0.0250  0.440 + 0.0400  0.470 # 0.0430  0.30  N.S.
Alk.phos.  mt/m) 191,250 + 6.5749 139.000 316.9853 145.000 +10.8397  4.46  0.05 1
LDK mmU/ml  0.385 + 0,0358  0.308 + 0.0372  0.384 ¢ 0.0435  1.27  N.S.
SGPT mu/ml 53,750 + 5.5434 46,000 + 7.6485 55,000 #13.1339  0.25  N.S.
SGOT ©  mU/ml 93,750 24,09 8 65,000 411.9373 72,000 #13.2853  0.80  N.S.
21 tor  meq/1 107.750 4 4.0901 121.000 + 1.0000 119,200 + 4,7476  3.63  N.S.
Na fon  meq/l 133.750 4+ 3.7053 126,000 #'2.4495 127,600 + 0.9274  2.63  N.S.
K ion  meq/l 4.200 1 0,4564  3.340 ¢ 0.2462 3,440 40,0678 2,74 N.S.
ca** mgs 14,125 & 0,3146 15.200 + 0.2550 13.840 # 0.2358  7.74  0.01
BATA: 29/ ™ £IRMA: ;\&’ ; A{u-., um:A ‘
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C.R.F. TOXTCOLOGIC DEPARTMENT 33
BIOCHMLCAL VALUES ANALYSIS OF VARIANCE EXPERIMNT B 022 gpx F strain NEW.ZEL. - 1 MONTH
GHOUP 11 Gloup w croup VI F SIGNIF. ¢
co 2 meq/l 16.800 + 1.4629 14.800 + 1.6553 12.800 + 1.1576 1.92 N.S.
prot.Tot. gt 7.560 + 0.0400 7,880 + 0.2853  B8.640 + 0.4106  3.66  N.5. 1
Albumine gt 4,980 + 0.1800  5.000 + 0.1140  5.740 & 0.3415  3.47  N.S. :
P inorg.  mgy 9,600 + 0.6293  8.280 4 0.2059  8.360 + 0.2315  3.33  N.S.
Cholemt . mqs  92.000 + 2.5495 84.000 + 5.3385 122,000 #10.559+« 8.2 0.01 12
Glucesc mg% 164,000 + 8.7178 161.000 + 5.7879 163.000 + 5.6125  0.04  N.S.
BUN ng4 25,600 4 2.1118 30,000 * 0.8944 30,000 * 3.4205 1.14 N.5.

0.0400 0,460 0.0678 0.460 + 0.0510 0.28 N.S.

Bilirub.T, mgt 0.410

1+
i+

Alk.phon. mU/ml 182,000 +30.2324 160,000

I+

9.8742 146,000 $13.729% 0.82 N.8.

LDH mmU/ml 0,304 + 0.038  0.428 + 0,1037  0.308 # 0.0516 0,99  N.S.
SGPT mu/ml 57,000 + 9.0277 49,000 # 5.3385 48,000 + 5.8310  0.50  N.S.
scor mU/ml 71,000 +13,5462 91,000 +34.2199 51,000 4+ 8.8600  0.83  N.S.
Cl ton® meq/l 115.800 + 1.98'9 127,400 + 3.5014 124.600 + 3.2650  4.13  0.05 - 1
Na lon  meq/l 137,200 + 6.9886 127.200 + 3.2924 127,000 + 2.0000  1.60  N.S.

K dcn meq/l 4,760 0.8778 3,520

t+
I+

0.3105 3.560 + 0,2205 1.62 N.S.

++

Ca mgs 14.200 0.2550 15.900

1+

0.8426 13.880 + 0,5152  3.39  N.S,
9 .'..,n‘l.:‘l‘:'.(l!
DATA: 29/4/76 FLRMA: %) }mm Lan

.
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+ GROUP STGNIFICANT CUMPAIRED TO Til LAST ONE -
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awour 1 six M STRAIN NEW.ZEL. pxpgrovent 022 treamvent  200mg/Kg 4mlSKg eV procummicar CARD
2= aax
1. 2. 3. 4, . L.F. , *E.S.
02 meg/l 17.00 16.00 14.00 15.00 15.50  17.55 13.45 _ 0.645
Prot.Tot. g 7.00  7.80 7.40 8.00 7.58 8.31  6.84 0,232
Albumine g% 4.80  5.30 4.80 5.30 5.05 5,51 4.59 0.144
P inorg. mad 5,00 B8.40 9.60  9.60 8,15  11.61 4,69 1.087
Cholest.  mg%  55.00 65.00 55.00 60,00 58,75 66.37 51.13 ° 2,3M
Gluense mo% 165.00 155,00 155,00 150,00  156.25 166,26 146.24 3,146
BUN mg%  18.00 21.00 20,00 25,00 29.00 25,68 16,32 1.472
13 *
Bilirub,T.ngt 0.40 0.50 0.40  0.40 0.43 0.50  0.35 0.025
Alk.phos,mU/ml 205,00 180.00 200.00 186.00 191.25 212,17 170.33 6,575
LD  mmU/ml 0.34 0.48 0,32  0.40 0.39 0,50 0.27 0.036
SGPT  mU/ml  S0.00° 70,00 45,00 50,00 53.75  71.39 36.11 5,543
5GOT mi/ml 45,00 130,00 60.30 140,00 93,75 170.44 17.06 24,09 ¢
21 fon meq/l  96.00 110.00 115.00 110,00 10275 120,77 94.73 4 4.030 .
va ion megq/l 128.00 138.00 142.00 127.00 433,75 145.54 121.96 3,705 cRE - ,
- b by / P
< ton meq,’) 3.50 4,60 5,30 3.40 4,20 5.65 2.7% 0.456 Co507.10 Fy&{‘(rlvné%v&{
DATA: sy b SYTLF oW

a*t 14,00 14.13 15,13 13,12 0.315 ” o vuazata

ta mgd

13.50

15.00

14.00
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GROUP 1 SEX  F  STRAIN NEW,2EL. EXPERIMENT . 02:  TREATMENT A00Mg /K am g, ev BIOCHEMICAL, CARD

raammmans e mER A, R L Ea . BIOGEMICAL
. 2, 3. 4. 5. M. L.F, +F.8 )

€02 meq/l 17.00 16.00 18.00 21.00 12.00  16.80 20.86 12.74  1.463

Tot. Prot. 4%  7.70  7.60 7.50 7,50 7.50  7.56  1.67 7.45  0.040

Albumine  a¢  4.60  5.40 4,900 5,20 5,20  4.981  5.48 .48 0.180

Inorgup. ngd  8.40 9,00 11,40 8,40 10,80  9.60 11,35 7.85  0.629

Cholast; .ot 100.00 95,00 90.00 $0.00 85.00 92,00 9307 B4.92 2,550
Glugoser. g% 170,06 155,00 145.00 195.00 155.00 164,00 186,20 139,80  8.718
BUN mat 18,06 27.00 31.00 26,00 26.00  25.60  31.46 19.74 2,112
Bilirub.T, M * 0.35 0.30 0.40 0.50 0.50 0.41 0,52 0.30 0,040
Alkphes.~ m1  185.0( 280,00 135,00 105,00 205,00 182,00 265.94 98L06 30,232
tb  mmi,nl .36 0.34  0.40  0.22 0,20 0,30 0.41 .18 0.0
0 82,06 31,84 9,028
108061 33,39 13.546
nf}z_i;‘.‘1n”:."1§o.so 1.908 .

SGPT my/mi 55,00 90.00 55.00 35.00 50,00

sGor  mu/ml  75.00 120,00 55,00 65,00 40.,00.
Cl ione meq/l 120,00 115.00 110.00 114,00 1(20';9‘6‘;

N'a sone weg/l 115.09 125,00 145,08 130.00
¥ Lone mugh ’a::;,oo. 3,56 6,00 3,70 °

ca™t cav taowt 4.6 12,50 48480 14
- e {w{, .
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cowe 111 ex M srramy MEW.ZEL. pxpppivent 022 mpamyr  T0OMI/KS Aml/KS oy mrochmvicar,. canD
. .
1, 2, 3. 4. 5, M. L.F. FE.5.
€0 2 meq/l 15,00 12.00 23.00 18,00 14.00 16,60 21.61 11.59  1.806
Prot.Tot. ! g&¢  7.70 8.80 7.50 6,80 ' 8.50 7.96  B8.36 6,96  0.360
Aliamine g% 5,20 5.60 4,80 4.10 5.70 5.0 5.89 4,27  0.292
P inorg. mg$  7.60 8.20 7.60 7,00 9.00 7.88  8.82 .94  0.338
Cholest.  mg%  95.00 $5.00 70,00 75.00 95,00  78.00 $9.33 56.67  7.681
Glucos  mgt 160.00 175,00 170,00 158,00 180.06 168.00 180,87 155.13 4,637
BUY mgs 23,00 18.00 19,00 19,00 22,00 20,20 22,89 17.51 0.970"
8ilirub,T.mgt  0.50 0.50 0,40 0.30° 0.50 0.44  0.55 0,33 0.040
Alk.phoS;misml 195,00 145,00 125,00 90,00 140.00  139.00 186.16 91.84 16,985
LD =mU/ml  0.32  0.34 0,20 0.26 0.42 0.31 0.41  0.20 0,037
SGPT  mU/ml  75.00 45.00 30.00 40.00 40.00  46.00 67,24 24,76  7.849
SGOT  mU/ml  75.00 80.00 30.00 45.00 95.00  65.00 98,14 31.86 11.937
€l ton meq/l 120,00 120,00 125.00 120,00 120.00 121,00 123,78 118,22 1.000
Na lon meg/l 125,00 125.00 125,00 120,00 135,00 126,00 132,80 119,20  2.449
K ton meq/l  3.20 3,20 3,10 2.90  4.30 3,34 4.02  2.66  0.246
ca*t mgt 15,00 15,00 15.56 14,50 16,00 15,20 15,91 14.49 0,255 . -
LRl ,L .
DATA: 2974776 ’i{“ A "z"wsh

Dr.YAihedy wunziata
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DATA: 29/u/76
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ST are Ty LA . L month 37
GROUP IV X P STRAIN NEW.ZEL..EXPERIMENT - 022 TREATMENT  100mg/Kg 4ml/Kg o,  BIOCHEMICAL CARD
1. 2. 3. 4, 5. M. L.F. +E.8,

€O 2  meqsl 20,00 10,00 15.00 16,00 13.00  14.80 19.40 10,20  1.655

Prot.Tot. g%  7.50 7.80 9,00 7.50 7.60 7.88 8.8  7.09  0.285 .

Albumine gt  5.40 5.00 5,00 4,70 4.90 5,00 5.32 4.68 0,114

P inorg. mgs  7.60 8.20 B8.20 8,60 B.80- 8,28  B8.85 7J.7T1  0.206

Cholest. mg%  B5.00 70,00 100,00 90,00 75.00 84,00 98.82 69.13  5.339

Glucose gt 180.00 160.00 165.00 155,00 145,00 161,00 177.07 144,93  5.788

BUN mg¢  29.00 29,00 33,00 28,00 31.00 30,00 32,48 27.52 ~ 0.894

Bilirub.T.mg%  0.40 0,40 0,70 0.50 .30 0.46  0.65 0.27  0.068

Alk.phos .mU/ml 190,00 165.00 130.00 150,00 165.00 160,00 187.41 132.59  9.874

li

LOH  mmU/ml 0,50 0,32 0.80 0,22 0.30 0.43 0,72 0.14  0.104

SGPT  mU/ml  50.00 55.00 65.00 40.00 35,00 49,00 63,82 34,98  5.339

SGOT  mU/ml  95.00 30,00 220.00 40,00 70,00  91.00 186.01 -4,01  34.220

€l fon meq/i 135.00 125.00 130,00 132,00 115,00 127.40 1437.12 117,68  3.50

Na fon meg/l 125.00 140.00 125,00 125,00 121,00 127.20 136,34 118.06  3.292

K ton meq/l 3,30 4.70 3.50 3.20 2.90 3.52 438  2.66  0.310

++ C. R.JH
15,00 16.00 15,50 14.00  15.90 18.24 13,56 = 0.843 st “""Wk@‘5£54"
7, Al fede Nunatata
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Group V six M STRAIN NEW.ZEL ExeErIMent - 022  TREATMENT PHYSIOL. SOL. 9M1/X9 ev procemmrcal CARD
=2
1. 2, 3. 4. 5. M. L.F. +E.S.,
co 2 meq/1 12.00 17.00 13.00 14.00 16.00 14,40 16,97 11.83 0.927
Prot.Tot. g% 9,30 7.60 10.20 9.%0 8,70 9.14 10.43  7.85 0.463 .
Albumin -3 6.10 4.90 5.50 6.10 5.80 5.68 6.30 5.06 0.224
P inorg. mgt 8,60 B.40 8.204 8.00 9.00 8.44 8,92 7.96 0,172 .
Cholest. mg% 100,00 90,00 105.00 85,00 85,00 93.00 104.28 81.72 4,062
Glucose mg% 155,00 155.00 155.00 160,06 155.00 156,00 158,78 153,22 1.000 a
BUN mgd 25,00 29,00 34,00 24.00 31.00 28.60 33.76 23.44 1.860 !
Bilirub.T.mgt 0.30 0.50 0.49 0.60 0.50 0.47 0.61 0.33 0.049

Alk.phos.mU/ml 120,00 125.00 145.00 180,00 155.00 145.00 175.1¢0 114.90 10.840
LDH mmt/ml 0.40 0.28 0.34 0.54 0.36 0.38 0.50 0.26 0.044
5GPT mu/mi 105,00 40.00 30,00 45.00 55.00 55.00 91,47 18.53  13.134
sGoT mU/ml 115,00 45,00 50.00 60,00 90.00 72,00 108.89 35.11 13,285
Cl ion meg/l 103.00 120,00 130,00 116,00 127,00 119.20 432,38 106,02 4.748

A Na fon‘ meq/1 126.00 130.00 128,00 129.0q 125.00 127,60 130.17 125,03 0.927

} K ion meq/} 3.40 3,60 3,30 3.60 3,30 3,44 3.63 3.25 0.068

Vo ocatt mgt  14.70 14.00 13.50 13.50 13.50  13.84 14,49 13,19  0.236 CAF
. Wb lbesit
. DAT: 29/4/76 FIRMA: Dr. Alfiedo Nanziate
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GROUP VI spx  F  sTRaIN NEW.ZEL, pxpprivMENT 022 TREATMENT 4ml/Kg ©v  BIOCHEMICAL . CARD

1. 2, 3. 4. 5. M. L.F. +E.S.

co 2 meq/1 14.00 10.00 10,00 15.00 15.00 12,80 16,01 9.59 1.158
Prot.Tot, g% 9.00 9.70 §.20 7.30 9.00 8.64 9,78 7.50 0.411
Albumin gs 5.40 6.50 5.30 4,90 6.60 5.74 6.69 4.79 0.341
P inorg. mg% 8,00 8.20 9,00 8.50 7.80 8,36 9.00 7,72 0.232
Cholest. mgd 160,00 100.90 12‘5.00‘ 105.09 120.00 $22.00 151.32 92.68 10,559
Glucos mge 180,00 165.00 160.00 145.00 165,00 163,00 178.58 147.42 5.612 -~ . . : B
BUN mgt 18.00 31.00 36.00 37.00 28,00 30.00 39,50 20.50 3.421
Bilirub.T.mg? 0.60 0.30 0.50 0.40 0.50 0.46 0.60 0.32 0.051
Alk.phos «mU/ml 110.00 155.00 150,00 125.00 190.00 146.00 184.12 107,88 13,730
1LDH mmU/ml 0.46 0.14 0.34 0.28 0.32 0.31 0.45 0.186 0,052
5GPT mt/ml 45,00 55,00 45.00 30,00 65.00 48.00 64,19 31.81 5.831
5GOT mt/ml 5,00 35,00 80,00 30.00 55.00 51.00 75.60 26.40 8,860
Cl tfon meq/l 130.00 133.00 115.00 125.00 120.00 124,60 133,66 115,54 3,265
Na ion meq/l 125.00 125.00 135,00 125.00 425,00 127,00 132,55 121,45 2,000
K ion meg/1 3,30 3.30 4,40 3,20 3.60 3,56 4.17 2.95 0.220
ca™ mg’ 14.00 15.00 12.70 12,70 15.00 13.88 15.31 12.45 0.515 c

il Jugtace aé'eAchD(—S_ 1
FIRMA: v

DATA: 29/4/76 Alfredo Nunziata
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1 month
Y LR.F. TOXICOLOGIC DEPARTMENT
ILMATOLOGIC VALUES VARTANCE ANALYSIS ‘Expgrnager | N 02 SEX M sTRAIN NEW ZEELAND
: -
GROUP 2 .
GROUP H GROUP 111 GhouP v F siant,
et & 37.500 4 0,5000  36.600 % 0.9274 33,600 ¢ 0.6000  7.81  0.,0f 12
Letk.x 1000 4,100 + 0.6 86 4.640 + 0.5036 5.820 + 0.4152 2,76  MN.5.
Hb g% ml 13.100 4 0.3000 13,220 # 0.4903 % 4300 + 0.4025  2.50  N.S,
Erythroc. x millions 7.750 # 0.2630 7.320 + 0,2634 6,460 + 0.1778 7.64 0.01 12
Hcv 48.550 + 1.9414 50,100 # 1,259 ¢  52.120 & 1.2110  1.49  N.s.
£ Neutr. 11,750 & 2.2500  19.600 % 3.1241 27,400 + 5.4369 3,54  0.01 1
) X .
R Lymwph. 87.900 + 2.6300  80.000 + 3.0332  72.400 & 5.6000  3.13  0.01
M
g Mon, LYY - B Asn )
A  Eosin. - - - - .
Bas. - - - -
C.
) -2} m‘ttﬂ\ﬁl SP-‘i,
Data: 29/4/76 Firma Lo whadibee—
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1 _month
C.R.F. TOXTCOLOUIC DEPARTMENT
ot Tl NEW ZELLAKD
HLMATOLOG TG VALUES VARLANCL ANALYSIS LXPLRIMENT n 022 gix STRATN
Ghoup GiROUP 1T GRoup IV GROUP vI f°  Sianf.

Hot 3 37.000 4 0.3162  33.600 4 0.4000 32,600 £ 0,9274 14,25  0.01 1 .
Leuk.x 1000 4,220 + 0.2332 4.360 + 0.8328 5.120 * 0.7813 0.5% N.S.
Hb gt ml 12.400 + 0.3017  13.540 & 0.2600  13.540 £ 0.5741 2,66  N.S.
prythroc. x myllions 7.020 4 0.1655 6,500 # 0.8483 6,160 + 0.342% 3,37 0.01
MV 52.800 1.0922 51.800 + 1.5215 53.340 + 2.,1738 0.22 M.S.
F Neutr. 18,000 + 31,5777 24,800 % 6.083 28.000 + 4.6043 1,09 N.8.
o]
R Lymph. 781,200 + 3,7202  74.200 + 6.1838  67.600 & 4.3543 1,95  N.s. 1
M
U Mon. - - - -
L
A Eosin. - - - -

Bas. - - - -

Data:

29/4/16
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1 munth
Group 1 ShX oy STRAIN Nz EXPERIMENT 022 THEATMENT 200 mg / Kg or  HEMATOLOGIC CARD
Animal N 1. 2. 3. 4. M. L.F. E.S.
Het & 38,00 36,00 38,00 38.00 37.50 39,09 35.91 0,500 "
Leuk.x1000 3,20 ‘4.60 5.80 2,80 4.10 6.28 1.92 0.686
Hb gsml 12.60 12,60 13,40 13.80: 13.10 14,05 12,15 0,300
trythroc, x millions 1.00 7.80 8,00 8,20 7.75 B8.59 6.91 0.263
My 54.30 46.10 47.50 46.30  48.55 54,73 42.37 1.941
Leukoci tic tommula
Neutr, 3.00 18.00 8.00 12,00 11.75 18.91 4,59 2,250
L ymplh, 906,00 80,00 92.00 88.00  87.50 95,87 79.13 2.630
Mon., 0.0 0.0 0.0 0.0 0.0 . - -
Eosin, .0 2,0 0,0 0.0 0.5 - - -
Bas. 0.0 0.0 0.0 0.2 - - -

1.0

DATA: 29/4/76

C.RjF ¢
FIRMA:  L0uSf fa,m- &0@{/5;&{‘
r, Mlfredv Nunawutd
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- . 1 month
ROUP : . . .
GROUH 11 SEX g STRAIN N7 EXPERIMENT 022 TIEATMENT 200mg /Kg HEMATOLOGIC GABD. e
Animal N 1. 2. 3, 4. 5. M. " L.F. 4E.S.
Hcot © 37.00 36.00 38.00 37.00 37.00 37.00 37.88 36.12 0.316
Leuk .x1000 5.00 4.50 3.80 3.80 4,00 4.22 4.87 3.57 0.233
Hb gtnl 12.10 11.60 12.10-.13.00 13.20 12.40 13.24 11,56 0.302
Frythroc. x mllions 6-90 6,50 7.00  7.20  7.50 i %02 7.48  6.56 6,166
MCV ’ © 53,60 55.40 54.30 51.40 49.30 52.80 55.B3 49.77 1.092
Leukocitic ormula
Neutr. 8,00 20.00 22,060 12,00 28.00 18.00 27.93 8.8 3.5B
Lymph. 92,00 70.00 78.00 76,00 70.00 71,20 91.53 70.87 3,720
Mon, 0.0 0.0 0.0 0.0 0.0 0.0 - - -
Eosin. 0.0 0.0 6.0 0.0 0.0 0.0 - - -
Bas. 0.0 6.0 0.0 2.0 2,0 0.8 - - -

ZiR F
DATA: 29/4/76 FIRMA: w"x‘}@‘ Q¢ ‘:[’k
! Dr%l‘;d uiitrate-”
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Group  III SEX M STRAIN N2  EXPERIMENT 022 TREATMENT 100 mg/ Xg HEMATOLOGIC CARD
Animal| N 1. 2. 3. 4. 5. M. L.F. 4E.8,
Het & 38.00 39.00 37.00 34.00 35.00 36.60 39,18 34,02 0.927 -
Leuk.x® 00 3.20 4,80 6.20 4,00 5.00 4,64 6.04 3.24 0.504
Hb g¥ml 13,00 13.80 12.40 12.10. 14.80 13.22 14,58 11.86 0.490
Erythroe. x millions 7.30  8.00 3.30  6.40  7.60 1532 8,05 6€.59 0.263
MCV 52.00 48,70 50,70 53.10 46.00 50.10 53.60 46,60 1.265
Leukocitic Formula
Neutr. 28.00 16.00 12.00 16,00 26,00 19.60 28,28 10.92 3.124
Lymph. 72.00 82.00 88,00 84,00 74.00 80,00 ’B.,43 71,57 3,033
Mon. 0.0 1.0 0.0 0.0 6.0 0.1 - - -
Eosin. 0.0 0.0 0.0 6.0 6.0 0.0 - - -
Bas. 0.0 1.0 0.0 0.0 0.0 0.2 - = -
DATA: 29/4/76 FIRMA: )ﬁlﬁl?@'ﬂ@_}w,ﬁl
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GROUP xy BLX @ STRAIN NZ  EXPERIMENT 022 meamnt | 190 mg/Kg HEMATOLOGIC CARD

Animal N 1. 2., 3. 4, 5. M. L.F. +E.5.
Het § 35,00 33,00 34,00 33.00% 33.00 33,60 34,71 32,49 0.400
Leuk.x1000 .2.20. 5,00 6,80 5.00 2.80 4.36 6,67 2,05 - 0,833
Hb gm *° 13,00 13,60 %450 13.40 13,20 13.54 14,26 12.82 0.260
Erythroc.x millions 6.20 7.00 6,60 6,50 6.20 6.50 6.91 6.09 0.148
MCY 56.40 47,10 51.50 50,80 $53.20 51.80 56.02 47.58 t.522
Leukocitic Formula | - ’
Neutr. 32,00 20,00 45.00 12,00 15.00 24.80 41,72  7.88 6,094
Lymph. 66.00 80,00 54,00 86.00 B85.00 74.20 91,37 57.03 6.184
Mon. 2.0 0.0 0.0 0.0 0.0 0.4 - - -
Eosin. 0.0 0.0 0.0% 0.0 0.0 0.0 - - -
Bas. 0.0 0.0 2.0 1.0 0.0 0.6 - -

DATA: 29/u/76 FIRMA
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Graup voosex M strain NZ EXPERIMENT 022 o anENT AvSIOL. Sar HEMATOLOGIC CARD

Animal N 1. 2. 3. 4, L M. L.F. +E.S.

Hot % 33,00 33,00 35.00 32,00 35,00 33.60  35.27 31,93 0,600 .

Leuk.x1000 4,60 6.40 6.80 6,20 5,10 5.82 6.97 4.67 0.415

Hb geml 12.80 14.60 14.80 14.20 !15.10 14,30 15.42 13,18 0,402

Erythroc.x millions . 5,90 6.20 . 6,80 6.60 6.80 6.46 6,95 5.97 0,178

MCV 55,90 53,20 51.50 48.50 51,50 52,12 55.48 48,76 1.211 :
Leukocitic Formula

Neutr. 22,00 14.00 34,00 22.00 45.00 27,40 42,50 12,30 $.437

L ymph. 78,00 86.00 66,00 38,00 54.00 72,40 87.95 56.85 5,600

Mon, 0.0 0.0 0.0 0.0 6.0 0.0 - - -

Eosin. 0.0 0.0 0.0 0.0 0.0 0.0 - - -

Bas. 0.0 0.0 0.0 0.0 0,0, 0.0 - - -

DATA: 29/4/76 FIRMA: na ]’(‘ EUTICA
¢ Alfred o tM
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GROUP VI o SEX F STRAIN N2 EXPERIMENT . 022 TREATMENT PHYSIOL. SOL. HEMATOLOGIC_CARD
Animal N. 1. 2, 3. 4, S. M. L.F, +E.S.
Het & 31,00 34.00 33,00 30.00 35.00 32.60 35,17 30.03 0.927 .
Leuk .x1000 5.60 5.40 7.60 4,00 3.00 5.12 7.29  2.95 0.781
Hb gtml 12,30 15.60 13,60 12.,20° 14,60  13.54 15,13 11,95 0.574 . ‘
Erythroc. x millions 320 3500 6.80 5.60 6,20 6.16 7.11 5.21 0.343
MCV 59,60 48.60 48.50° 53,60 56.40 £3.34 - 59.38 47.30 2,174 -
Leukocitic Formula
Neutr, 38.00 40.00 18.00 24,00 20.00 28,00 40,78 15,22 4,604
Lymph. 62.00 58.00 62.00 76,00 80.00 67,60 79.6% 55,51 4.354
Mon, 0.0 2.0 2.0 0.0 0.0 0.8 - - -
Eosin. 0.0 0.0 0.0 0.0 0.0 0.0 - - -
Bas. 0,0 0.0 0.0 0.0 0.0 0.0 - - - .
CRF -
. ) . DATA: 29/4/76 FIRMA:  CORORYE ST f--['(rqgms
Dr, fluu‘mzm}'
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C.R.F. TOXICOLOGICAL DEPARTMENT ’ 1 MONTH
RELATIVE AUTOPTIC VALUES VARIANCE ANALYSIS expermgn- 0 022 X M STRAIN NEW.ZEL.
GROUP I GROUP III GROUP v F SIGNIF. + 4 8
L]

BRAIN g 9.075 + 0.2955 9.620 + 0.1772 9,140 + 0.3487 1.12 N.S.

HYPURIYS1S g 0.018 + 0.0027 0,028 +.0,0032 0.022 + 0.0027 2.95 N.S.
THYMUS g 3.850 + 0.3279 3.860 + 0.3530 3.740 + 0.4534 0,03 N.S. ‘

Al *
HEART g 5.850 + 0,1658 7.080 + 0.2871 6.420 + 0.2417 5.9« 0.05
LIVER g 62.300 + 1.2295 60.180 + 2,1242 70.680 + 3,5896 4.56 0.05 2
. —-— - »
SPLEEN g 1.250 4 0.1258 1.360 + 0.1806 1.440 + 0.1327 q.36 N.S.
SUPR. G g 0.250 + 0.0289 0.280 + 06,0200 0.300 + 0,0316 6.80 N.S8.
KIDNEYS g 16,100 + 0.3536 16,660 + 0,900 14,780 + 0,6200 1..89 N.S.
GONADS g 4.500 + 0.7326 4,440 + 0,2502 4.360 + 0.2943 9.02 N.S.
SEMINAL . g i '
VESICLES : ® ® z
PROSTATE g 1.400 % 0.5017 1,740 ¢ 0,1249 1.280 + 0.1497  0.82  N.S,
UTERUS -
WEIGHT AT g 2887,500 +55.4339 2960,000 +25,8968 2810.000 +00.4% 8 0.55 N.8.
DEATH - - C. B F
Tl e 5 1!
oy,
- mremsifl-mmnk comoaned to the last. Firma “Or. o Nunz

Data:

29/4/76
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' (R.F. TOXICOLOGICAL DEPARTMENT 2 MONTH
RELATIVE AUTOPTIC VALUES VARIANCE ANALYSIS . expernenr 0022 SEX 0 F sTRAIN  NEW.ZEL.
GhouP I croop IV crowr VI F s,  + 49

brain q 5.167 + 0.1581 9.540 * 0.2088 8,920 + 0.2764 1.86 N.S.

ypophysis g 0,024 + 0.0026 0.023 + 0.0009 0.026 + 0.0054  0.21  N.S.
.

thymus g 1.300 + 0.3162  2.600 # 0.2168  2.880 £ 0.39 0 *1.21  N.5. .

heart g 7.000 + 0.4990 6,380 + 0.2877 5.880 4+ 0.3247 2,24 N.S.

liver g 98L.120 + 3.0766 54,620 + 2.8289 63.720 + 7.0320 0.94 N.S.

spleen g 1.560 £ 0.1166 1,380 + 0.0970 1,460 % 0.2638  0.26  N.s.

supr. g g 0.260 * 0,0400 0,236 + 0.0264 0.226 + 0.0194 0.34 N.S.

kidneys ¢ 14.220 & 0.9211 14,100 # 0,8337 14,040 # 1.2086  0.008  N.S.

gonads g 0.203 + 0.0269 0,293 + 0.0374 0,290 # 0.0601  1.35  N.s5.

. \va )

seminal <] = = = 4

vesicles

prostate g 3.540 + 0.8041 4,880 + 1.2575 3.500 + 1.4061 0.44 N.S.

uterus A

Weight at g 2710.,000 145.969 ¢ 2620,000 :80.0000 2590,000 +87.1780 0.32 N.S.

death )

+ group sior

1uficant compared to the last.

Data: 29/4/76
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CR.F. TOXICOLOGICAL DEPARTMENT 1 MonTi
RELATIVL AUTOPTIC VALULS VARIANCE ANALYSIS EXPERIMENT R 022 SEX M STRaIN NEW,ZEL.
Group GROUP 111 croup v F SIGNIF. + S0

brain q 0.314 + 0,045 0.327 + 0.0146 0.329 * 0.0232 0,19 N.S.
hypophysis g 0.602 + 0.0811 0.923 + 0,0703 0.772 + 0.1049  3.17  N.S.
thymus Iq 0.133 £ 0,0117 0.130 + 0.0081 0.133 # 0.0950 0.02 N.S.
beart g 0.203 + 0.0040 0.241 + 0.0157 0.230 + 0,0113 2,43 N.S.
Liver g 2,160 + 0.0543 2,037 % 0,0355 2.518 + 0.1126 10.82 .01 12
spleen g 0,043 + 0.0040 0.046 #+ 0.0066 0,052 + 0.0054 0.54 N,S.
supr. ¢ g 8.720 + 1.1560 9,606 + 0.9549 10,627 + 0.9369 0.86 N.8
kidneys g 0.558 + 0,0070 0,563 + 0,0199 0.528 + 0.0264  0.84  N.S.
enasts 9 0,155 + 0,0228 0.150 + 0.0054 0,157 + 0.0143  0.05  N.S.
eminal g ~ -
eaicles = * =
roatate g 0.048 4 0.0163 0.059 + 0,0037 0.046 + 0.0064  0.59  N.S.
tterus - - -
leight at g
{eath =z s E =

s ndemifieant cemnared to the last.

JDats 20/4/76
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C,R.F. TOXICOLOGLICAL BEPARTMENT 1_MONTH
RELATIVE AUTOPTIC VALUES VARIANCE ANALYSIS EXPERIMENT R 022 sEX F  srtrarn NEW.ZEL.
grour 11 GROUP IV GROUP VI F SIGNI. + 51
brain g 0.340 + 0.0114 0.365 + 0.0102 0.345 + 0,0108 1,53 N.S.
hypophysisg 0.893 + 0.0904 0.864 + 0.0365 0.987 + 0,1811  0.29  HN.S.
thymus g 0.121 ¢ 0.0057 0.092 + 0.0078 0.112 + 0,0160 1.01 N.S.
heart g 0.258 + 0,0074 0.244 + 0.0096 0.227 & 0.0084 3.27 N.8. 1
liver q 2,155 + 0.1101 2.080 % 0.0527 2.455 £ 0.,2632 1.40 N.S.
™
spleen g 0.058 + 00,0049 0.053 + 0.0043 0,057 + 0.0102 0.14 N.S.
supr. g. g 9.490 + 1.0997 9,042 * 1.051%8 8.850 + 1.0731 0.09 N.S8.
kidneys g 0.5%7 + 0.0341 0,538 + 0.0281 0,542 + 0.0416 0.04 N.S.
gonads g 0.007 + 0.0006 0.011 + 0.0016 0.011 + 0.0021 1.96 N.S.
seminal )
« vesicles = z = =
" prostate og 0,127 # 0.0218 0,188 $ 0.050 ¢ 0,132 + 0.0488 0.64 N.S.

uterus

Weight at ¢

death

+ group significant compared to the last.

Data: 29/4/76
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ANERF
(DY) ~onscizio ficerca ,
7 creeaeeutta SDAL e e
NI SEX M
Animal . 1. 2. 3, 4.
brain 4 8,300 9.300 9.000 9.700
gt 0.302 0.315 0.316 0.323
hypophysisg 0.012 0.021 0.014 0,023
g% 0.436 0,712 0.491 0.767
thymus g 3.500 3.200 4.700 4,000
g 6.127 0.10%t 0,165 0,133
heart g 5.600 6.300 5.600 5.900
g% 0.204 0,214 0.196 0.1%7
Liver g 60.100 60.800 65.600 62.700
g 2,185 2.061 2,302 2,090
spleen g 1,200 1.000 1.200 1,600
gt 0.044 0.04 0.042 0,053
supr. ¢. g 6,300 0,200 0.300 0.200
g% 10,909 6.780 10,526 6.667
/
kidneys g 15.700 16,300 15.400 17,000
1} 0.571 0.553 0.540 0.567
. Aoit
gonads q 2,800 6.000 3.800 5,400
g% 0,102 0,203 0.133 0,%80
seminal X
g L3 - = -
vesicles as - a - -
prostate org 0.900 1.000 0.800 2,900
uterus g% 0,033 0,034 0,028 Oﬁq),"
weight at g 2750 2950 2850 3000

death

s

n

AR

N EEY R

STRAIN NEW.Z EXPERIMENT 022

6.

LR}

ES AR AR, E

7.

S,k Ng BN

™

+

N

AN

AN

] § 1 ¥ } 1 3 1
- e Pieeansimbay MT:T friviasie s v sz fintn 2 e ] ]
" ¥ )
i A S
. 200 B 52
TREATMENT 200ma/Kg indrl/K  AUTOPTIC CARD
ey
g, 10
9. 10 M. L.F. +E.S.
= - 9,075 10.015 8,135  0.2955
= = 0.314 0,328 0,300 0.0045
= = 0,018 0,026 0.009 0,0027
= = 0.602 0.860 0,344  0.0811
t 0,
= = 3.850 4,893 2,807  0.3279
= - 6. 8%, 0.171 0.096  0.0117 .
2 n.203
= = 5.850 6,378 5,322 0.1658
= = 0.203  0.245:0, 9%  0.0040
= = 62.300 66.21258.7 8  1.2295
= = 2.160 2,333 1.987  0.0543
= = 1,250 1.650 0.850 0.1258
= = 0,043  0.056 0.031  0.0040
= = 0.250 0,342 0,158  0,0289
= = 8.720 12,399 5.042 1.1560
= = 16.100 17.22514,975  0.3536
- = 0.558 0,580 0.535 0.0070
- = 4,500 6.831 2,169 0.7326
= - 0.155 0.227 0,082 0,0228
= =
= =
- - 1.400  2,996-0.196  0,5017
- - 0,08 0.100-0,00+¢ 0,0163
Sen - 2888 30 2711 $5.4
0 .Zx.{sgmx{;pt
FIRHA: " Alhede Nunziatd

DATA: 24/u/70




CRE

tely

Animal

brain

hypophys:

thymus

heart

liver

spleen

supr., g.

kidneys

gonads

seminal
vesicles
prostate
or uterus

Weight at
death

Zio ricerca

[S—

coosenticT 0.0 |

N 11 SKEX F

. 1. 2,
g 3,300 BLSO0
gt 0.332 0,356
% 0,027 0.022
gt 0,964 0,880
g 3.500 2,800
g% 0,125 0,112
q 7.600 5.900
gy 0.271 0.236
g 65.600 59.000
gt 2,343 2.360
g 1,700 1,300
g%  0.061 0.052
q 0,200 0,200
gt 7.143 8,000
g 16,600 15,600
gt 0,593 0.624
g 0.200 0.200
gt 0.007 0,008

g = -

gt = -
2,400 2,300
gt 0.076 0.092
2800 2500

P—

STRAINNEW, 2. EXPERIMENT

3.

8.500
0.340

0.029
1.160

3.200
0.128

6.800
0.272

57.500
2.300

1.300
0.052

0.300
12.000

11.800
0,472

0,135
0,005

- u =L LI £5

oo Ve

4. S.

9.200
0.368

9.800
0,302
0.015 0.028
0.600

2,600
0.104¢

4.400
0.135

8.600
0.265

47.100 61.400
1.884 1.889

1.900 1.600
0.B6 0.049

6.100
0,244

0.200 0.400 °

8L 000 12.308

12.400 14.700
0.496 0.452

0.182 0.300
0.007 0.009

.

3,700 6,600
0.148 0.203

2500 3250

0.862:

TREATMENT

E———

9,

MMMMM S—

[—

10, M.
= 9.167
= 0.340
= 0,024
= 0.893
= 3.300
= 0.121
= 7.000
= 0,258
= 58.120
= 2,155
= 1.560
= 0,058
= 0.260
= 9.490
= 14.220
= 0.527
- 0.203
= 0.007
=
=
- 3,540
- 0.127
- 2710

. DATA: 2070/76

T

s setog et

[——

e A

200mg/Kg 4ml/Kg AUTOPTIC CARD -
ey

L.F.

8.728
0.308

9.606
0.371

0.031
1.144

0.017
0.642

4.178
0.137

8.385
0.278

2,422
0.105

5.615
0.237

66.66149.579
2.461 1.850

1.884
0.072

1.236
0.044

0.371
12.543

0.149
6.437

16.77711.663
0.622 0.433

0.278 0,129
0.009 0.006

5.772 1.308
0.188 0,067

f1

s

53

$E.S.

0.15814
0.0114

0.0026
0.0904

0.3162
0.06057

0,4990
0.0074

3.0766
0.,1101

0.1166
0.0049

0.0400
1.0997

0.9211
0.0341

0.0269
0.0006

0.8041
0.0218

147.0

$

&1 1'@& 2302
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~DAB0rZI0 ricsICd
nCeutic T 0.0

Animal

hrain g
gt
hypoohysi59
gt

thymus g
g%

heart q
-1

liver g
g%

spleen q
g%

supr. ¢. g
g%

kidneys g
gt

gonads g
g%

seminal g
vesicles gt
'prostute g
or uterus gt
¥eAPht at g

'

N III

. 1.

10.200
0.32%

0.029
0.935

3.500
0.113

6,800
0.219

63,700
2,055

1,200
0.039%

0.300
3.677

18,300
0.610

4,600
0.148

1.400
0.045

3100

SEX M

2,

9.700
0.380

0,021
0,824

3,200
0.125

7.600
0.29

52,000
2,039

1.000
0,039

0,300
11.765

13.400
0.525

4,000
0.157

1,500
0.059

2550

STRAIN N.2ELEXPERIMENT 022

3.

9.200
0.323

0.021
0,737

3.900
0.137

7.000
0.246

60.200
2.112

2,000
0,070

0.300
10.526

16.200
0.568

4.400
0.154

1,800
0.063

2850

4.

9,700
0.294

0,038
1.152

5,200
0.158

7.800
0,236

62,800
1,903

1.100
0.033

0.200
6.061

16.800
0.509

5.300
0.161

-
s

2,000
0,061

3300

o

5.

9.300
0.310

0,029
0.967

3.500
0.117

<o

6.200

0.207

62.200
2.073

1.500
0.050

0.300
10,000

18,000
0.600

3.9800
0.130

2,000
0.067

3000

TREATMENT

PN

1 MESE

R
o S -

[S——

54

100mg/Kg4ml/Kg AUTOPTIC CARD
ev

9.

»
=

10.

=
=

DATA: 29/4/7%

R ——

. L.F. +E.S.
9.620 10,112 9,128  0.1772
0.327 0.368 0.287 0.0146
0.028 0,036 0,019  0.0032
0.923 1.118 0,728  0.0703
3.860  4.840 2,880  0.3530
0.130  0.152 0,107  0.0081
7.080 7.877 6.283  0.2871
0.241  0.285 0.1%  0.0157

60.180 66.07754.283  2.1242
2.037 2,135 1.938  0.0355
1,360 1.861 0.859  0.1806
0.046 0.064 0.028  0.0066
0.280  0.336 0.224  0,0200
9.606 12.257 6.355  0.954%

16.660 19.26914.051  0.9400
0.563  0.618 0.507  0.0199
4,440 5,135 3.745  0.2502
0.150  0.165 0.135  0,0054 .
1.740 2,087 1.393  0.1249
0,059  0.069 0,049  0.0037

2960 3309 2611 125.9
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SASEANS [ato N AL

Animal

#Hrain

g
g%

hypophysisg

thymus

Heanrt

Liver

Spleendg.

Qupr. g.

kaodney

conads

Seminal
vesicles

Prostate

g%
g
gt
g
gt

g
g%

g
as

g
g%

9
gt

g
g%

g
gt

g

or uterus 7%

Weight at g

death

. oD.A.

N IV SEX p

. 1.

10.300
0.352

0.024
0.828

2.700
0.093

6.500
0.224

62,800
2.166

1.500
0.052

0,200
6,897

15,700
0.541

0.200
0.007

5.500
0.190

2900

2.

9.800
0.368

0.020
0.800

2,600
0.104

5.600
0.224

47.700
1.908

1.500
0.060

0.300
12.000

11,600
0.464

0.310
0.012

=
=

6.800
0.272

2500

3.

9.%00
g.388

0.025
1.000

1.800
0.072

6.000
0.240

50.800
2,032

1,400
0,056

0.200
8,000

12,800
0.512

0,225
0.009

8,000
0,320

2500

4.

9,600
0,384

0,022
0.880

2,800
0.112

6,800
0.272

$2.200
2,08

1.500
0.060

0.180
7.200

15.900
0.636

0.410
0.016

3.000

0,120

2500

5.

9.400
0.333

0.022
0.815

3.100
0.115

i.OOO
0.25%

59,600
2.207

1.000
0,037

0.300
1.1

14.500
0.537

0,320
0.012

'1.100
0..041

-2700

STHATIN N, ZELEXPERIMENT 022

M.

9.540
0.365

0.023
0.864

2.600
0.099

6.380
0.244

54,620
2.080

1.380
0.053

0.236
9.042

14.100
0.538

0.293
0.011

4.880
0.188

2620

5

e s e Aces § 3 ] -
A et St ) ;

L MESE_

55

TREATMENT /I00mg/Kg 4ml/Kg AUTOPTIC CARD
ev

L.F. +E.S,

10.120 8,960 0.2078
0.393 0,337 0.0102

0.025 0,020  0,0008
0.966 0.763  0,0365

3,202 1.99 ¢ 0,2168
0.121 0,078  0.0078

7.095 5.665  0,2577
0.270 0.217  0.0096

62,47346.767  2.8289 N
2,226 1,934  0.0527

1.649 1,111 0.0970
0.065 0,0 4 0.0043

0,309 0.163  0,0264
11.960 6,123 11,0515

16.41411.786  0.8337
-0.616 0.460  0.0281

0.397 0,189  0.0374
0,016 0.08° 0.0016 )

8.371 1.389 1,2575
0.328 0.049  0.0504

2842 2398 80,0 PR ‘
Webedlver
DATA: 29/4/76 FIRMA: o Aifrey unziot

I N
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NV X M sTRAINN.2EL.EXPERTMENT 022  TREATMENT PHYSIOL. Aml/KZv AUTOPT1C CARD
Animal . 1. 2, 3. 4, s, M. L.F. +E.S. ’
Brain g 9,500 8.200 9.200 10,200 8.600 9.140 10,108 8.172  0.3487
g% 0.352 0,265 0.347 0.3%2 0,287 0.329 0,393 0.264 0.0232
hyoophys) g 0.019 0.024 0.031 0.015 0.019 0.022 0.029 0.014  0.0027
gt 0.704 Nn.774 1.170 0,577 0.633 0.772 1.063 0,480 0.1049
thymus o 2,000 4.400 4,200 3,700 4,400 3.740 4,999 2.481  0.4534
g% 0.074 0.B @ 0.158 0.142 0,147 0.133  0.174 0.091  0,0150
heart g 5,800 6.000 6.800 6.400 7,100  6.420 7.091 5.74% 0.2417 .
g% 0.215 0.194 0.257 0.246 0.237 0.230 0.26%1 0.198  0.0113
Laiver . q 6€9.800 74.500 57.300 73.800 78,000 70.680 80.64560.715 3.5896 .
as 2.585 2.403 2,162 2.838 2,600 2,518 2,830 2,205 0,1126
Soleen g 1,700 1.500 1.000 1,700 1.300 1.440 1.80¢1,072 0.1327
gt 0.063 ©.048 0.038 0,065 0,043 0,052 0.067 0.036 0,0054
Supr. ¢. g £.300 0.300 0.300 0.200 0.400 0.300 0.288 0.212 0.0316
gh 11,111 9,677 11.321 7.692 13,333 10.627 13,228 8,026 0,9369
kidneys 16.800 15.200 13.000 14,300 14.600 14,780 16.50113,059 0.6200
gt 0.622 0.490 0.491 0.550 0.487 0,528 0.601 0.455 0,0264
gonads g 5,300 4.000 3,900 4,800 3.800 4.360  5.177 3.543  0.2943
g% 0,196 0.129 0.9 0,185 0.127 0.157  0.197 0.117  0.0143 .
Seminal ¢ = = - - -
vesicles g% = = - - -
Prostate g 1.400 1.300 1.500 1,500° 0.700 1.280 1,695 0,865 0.1497
or Uterus g% 0.052 0+042 0.057 0,058 0.023 0.06 0.064 0,029 0.0064
walght at N )
dedt 9 2700 3100 2650 26006 3000 2810 3089 2531 100.5 C R F
CO.S0R ) Sph

e o o DATA: 29/4/78 FIRMA: pf Yo \tundiate
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Lot 3.0.0. 2 S 57
N VI sex F  STRAIN N.2ELE. EXPERIMENTOZ22 TREATMENT RHYSIOL .4m1l/Kgev AuTOPTIC CARD.
Animal . 1. 2. 3. 4. 5. M. L.F, +E.S. )
Brain g 8.900 9,100 8,700 8,100 9,800 8.920 9,687 8,153 0.2764
gt 0.336 0.325 0.378 0,324 0,363 0.345 0.375 0.315  0.0107
Hypophysisq ©.014 0.046 0.022 0.023 0,024 0.026 0,041 0.011  0,0054
g% 0.528 1.643 0.957 0.920 0.869 G.987 1.490 0.485 0.1811
Thymus g 1,400 3,000 3.200 3.000 3,800 2.880 3.985 1,775 0,390
as 6.0653 0,107 0.13% 0.120 0,141 0,112  0.157 0.067 0.0160
Heart g 5.600 7.100 5.200 5,900 5,600 5.880 6,781 4.979  0.3247
g 0.211 ©0.254 0.226 0.236 0,207 ©.227 0.250 0.204 0,0084
Laver g 67.400 68.300 41,900 84.400 56.600 63,720 83.24144.19% 7.0320
gt 2.543 2.439 1.822 3.376 2,096 2.455 3,186 1.725  0.2632
Spleen g 2.400 1,200 1.400 1,500 0.800 1.460 2.192 0.728 0,2638
g% 0.091 0.043 0,061 0.060 0,030 0.057 0.075 0.028 0.0102
Supr.G. g 0.200 0.200 0,300 0.200 0,230 6.226 0.280 0.172 0.01%
g% 7.547  7.143 13,043 8,000 8,519 8.850 11.829 5.872 1.0731
Kidneys g 18.400 12,800 12,100 12.000 ¥ 4900 14,040 17.39510.685 1.2086
gt 0.694 0.457 0.526 0,480 0,552 0.542 0.657 0.426 0.0416
onads q 6.215 0.520 0.300 0,215 0,200 0.290  0.457 0.123  0.0601
q% 0.008 0,019 0,013 0,009 0,007 0.011 0,017 0.005 0.0021
.eminal
tesicles 9 = - - - - '
g‘ = = - - =
‘rostate 2.000 9,100 2,500 1,700 ‘2,200 3,500 7.403~0.403  1.4061
sr Uterus gi 0,05 0.325 0.109 0,06! 0.O01 0,132 0.267=0.004 '+ 0,0488
deight at g 2650 2800 2300 2500 2700 2590 2832 2348 87.2

death

DATA: 29/4/76
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group I skx M STRAIN N.ZEL. EXPERIMENT 022 TAEATMENT 200mgfKg in 4ml/K9eV  procueMicAl _cann

1. 2. 3. 4. 5. M. - L.F. 4E.S.

cO2 'meg/l 13.00 22,00 16.00 11.00 20.00  16.40 22.13 10.§7  2.064
Tot. Prot. g% 6,30 6.60 5.90 6.70 5,80 6.26  6.76 5.76  0.181
Albumine g%  4.30 4,60 4.40 4,30 4,20 4,36  4.55 4.17  0.068 ,
Iror¢. P. mgt  6.70 9,90 10.00 8,80  9.20 8.92 10.58 7.26  0.598 .

Cholest,  mg%  45.00 115,00 65.00 60.00 60,00  69.00 102.24 35.76 11,979
Glucose mg% 175.00 170,00 220.00 170.00 175,00 182.00 208,54 155.46  9.566
BUN mgt 12,00 $400 15,00 14.00 13,00  13.60 15,01 12.19 0,510
Bilirub.T.mgd 0.40 0.40 8.30 0,40 ¢.20 0.34 0.45 0.23 0.040
ALK.Phos;mu/ml 185,00 150,00 215.00 240,00 210.00  200.00 242.31 157.69 15,248
LOH  mmU/m)l Q.60 1,70 1,32 0.50 0.56 0.94 1,61 0,26 0,242
§6PT  mU/ml  55.00 70,00 50,00 60,00 75.00 62,00 74,87 49,13 4,637
SGOT  mU/ml  65.00 150.00 235,00 65,00 170.00 137,00 227,40 46,60 32,581 .
€1 fon meg/l 105,00 100,00 & 400 105.00 101,00 101.80 105,66 97.34 1,393

Na ion meq/l 140.00 149,00 137.00 %6.00 138,00 %s1,80 148,09 135,51  2.267

K fon meg/l 5,50 7,30 5.00 6.40  4.60 5,70  7.01 4,39 0.472

ca*t mgs  16.00 15,00 15,00 15.00 15,00 15,20 15,75 14.65 0,200 C. g

0ng ?im LEHCEUIC SpA

Nuniald
DATA: 26/3/76 FTRMA: {fredo Nuusi

!
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DATA: 26/3/76

] 3 3 1 3
. « N
COnSOfZiO ‘TiCerCG ‘ CoU S0 0eZia iHuina v T8 Soen 'l
ArengGeutica SR T oo 912063 wM08e S
- IE_0
GROUP  II  SFX F  STRAIN NJ.ZEL. EXPERIMENT 322 TREATMENT -200mgfKg in 4ml/Kg eV RIOCHEMICAL ' CARD
1, 2. 3, 4. 5. M. L.F. . +E.S.

co 2 meg/l 10.00 13.00 18.00 20.00 21.00 16.40  22.26 10.54 2.112
Tot. Prot. 8% 6.90 6.60 6,90 5.90 7.10 6.68 7.27  6.09 0.211 :
Albumin g% 5.80  4.20 4.80 4.00 4.60 4.68 5.55  13.84 0.314
Irorg. P. mgt 10,00 9,20 8,60 10,00 6.80 €92 10.56 7.28 0.592
cnolest.  mgs  110.00 65.00 60,00 70,00 120,000 85,00 119.57 50.43 12,450
Glucose mgt 160,00 165.00 190,00 190.00 195,00 180.00 200.12 159.88 7.246
BUN mgs 16,00 12,00 10,00 12,00 15.00 13.00 16.04 9.96 1,095
Bilirub,T.mgt 0.70  0.30 0.30 0.25 0.46 0.39 0.62 0.16 0.081
Alk.phos.mi/ml 225,00 175.00 185.00 140.00 140,00 173,00 217.03 128,97 15.859
LDH mmts /ml g.oai 0,30 0.60 0.70 0.46 0.83 1.72 =-0,06 0.320
SGPT  mU/ml 35,00 65,00 55,00 70.00 40,00 53,00 71.93 34,07 6.819
SGOT  mU/ml  160.00 50.00 85.00 155.00 85,00 107.00 166.3° 47.03 21,399
21 fon. meg/l 108,00 106,00 106,00 102.60 97.60l 103,80 109,24 98.36 1.960
da fon meq/] 165.00 140.00 145.00 139,00 143,00 146,40 159.65 133.15 4.771
{ion meg/l  9.60 5.40 5,90 4.0 5,00 6.6  B.60 3.72  0.878
att mgt 15,00 14,00 15,00 13.00‘ 15.60 14,60 16,02 13,18 0.510

TTRMA:
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Ghoue 111 SEX M OSTRAIN NOZEL.  EXPRERIMENT 22 TEEATMENT I00ma/Kg in 4ml/Kg e8 -BIOCHEMICAL, CARD
1. 2. 3. 4. 5. M. L.F. +E.S.

€0 2  meg/l 22.00 25.00 26.00 25.00 21,00  23.80 26.49 21.11  0.970 )
fot. Prot. g%  6.50 7.00 6.80 6,00 5.0 6.44  7,0:¢ 5.84 0,216
Albumin gt 4.20 3,90 4.20 3.80 4.00 4.02 4,24 3.80 0,080
Inovw. . mgt  7.10  4.90 6.30 5.10 5.80 5.84 6,95 4,73 0.402
Cholest. mg% 75,00 135,00 95.00 100,00 75,00  96.00 126.47 65.53 11.000
Glucose mgh 170,00 150,00 170,00 170.00 165,00 165,00 175,73 154.27  3.873
BUN mg® 12,00 20,00 15.00 12,00 12,00  14.20 18,53 9.87  1.562
Bilirub.T.mgs  0.30 0.30 0.10 0.70 0,70 0.42  0.75 0.09  0.120
All.phospmU/ml 155,00 50,00 95.00 75.00 105,00  96.00 144,46 47.54 17.493
LD mmU/ml  0.72 066 0.44 0,68  0.34 0.57  0.78  0.36 6,075
SGPT  mU/ml 75,00 55,00 45.00 35.00 40,00 50,00 6€9.59 30.41  7.071
SGOT  mU/ml  95.00 85.00 55.00 65,007 40,00 68,00 95,56 40.44  9.950
€1 ion meq/l 103.00 103.00 103.00 112,00 107,00 105,60 110.52 100.68  1.778
Na 1on meq/l 144,00 140.00 152,00 140,00 148,00 144,80 151.26 138.,3¢ 2,332
K ion meq/l 5,20 5.80 6.40 4.90 5.90 5.64  6.38 4.90 0,266
ca’  mgt 15.00 15.00 14,80 15,84 13,76 0,374

16.00

14,00 14.00

~ems ety tatrea

1

C. Ry £
L. (lf!m FARMACEUTICA * <1
Dr. Rifredo Nuasiatu
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GrouP IV sEX F STRAIN NEW.ZEL..EXPERIMENT 022  TREATMENT 100mg/Kg 4ml/Kg ev BIOCHPMICAL, CARD)

1. 2, 3, 4. 5, M, L.F. +E.S.

co 2 meq/1 14,00 22,00 18,00 24.00 16.00 18,80 23.95 13.65 1.855

Tot. Prot. 9% 6.50 5.60 71.80 6.80 6.10 6.56 7.5 5.53 0.370 .
Albumin qt 31.90 3.70 4;60 4,40 3,90 4.10 4,57 3.63 0.170
Inory. P, mgl 7.20 5.40 5.90 5.00 4.70 5.64 6.86 4.42 0.439

Cholest. mgt 65.00 55.00 95.00 125.00 55,00 79.00 116,87 41.13  13.638
Glucose mg% 185,00 175.00 170.00 150,00 180.00 172.00 188.77 155.23 6.042
BUN mgd 13,00 15.00 12,00 35,00 18,00 18,60  30.33 6.87 4.226
Bilirub.T.mgd 0.70 0.70 0.70 0,70 0.60 0,68 0.74 0.62 0,020
Alk.Phosp.mu/ml 170,00 135,00 110,00 100.06}1%0.00 129.00 162,55 95.45 12,083
LDH mmu/ml 0.14 0.42 0.78 0,92 0.40 0.53 0.92 0.4 0.141
SGPT mU/ml 50,00 80.00 55,00 50,00 55.00 58,00 3 3.58 42.42 5.612
SGOT mU/ml  25.00 145.00 140,00 150,00 165,00 125.00 195.,¥ { 54,62 25,348
€l fon meq/l 115,00 105,00 103.06 99.00 108400 106,00 113,45 98.55 2,683
Na ion meg/) 140,00 139,00 139,00 147.00 145.00 142.00 146,65 137.35 1.673
K fon meq/l 4,90 4,70 4,90 6.00 6.%0 5.32 6,15 4.49 0.301

ca** mgt  #4,00 12,00 15.60 16,00 15.00 14,40 16.28 12,52 0,88

C.RjF
Cuwsd LIGRCE ¢ 0 appyy
DATA: 26/3/76 FIRMA: . /me ‘Wn‘w“: Spr

[N,
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Gliour v SEXOM STRAINN . 2EL.  FXPERIMENT 022 TREATMENT PHYSIOL.- SOL. Ln4ml/ngv BIOCHEMICAL CARD
1. 2. 3. 4, 5. M. LB +E.5.
co 2 meqg/1 22.00 15.00 20,00 17,00 13,00 17.4¢ 21.93 12.87 1.631
Tot, Prot. g% 7.30 6.60 7.40 7.70 6.80 7.16 7.72 6.60 0.201
Albumin 9% 5,30 4,20 4,20 5.00 4.50 4.64 5,25 4,03 0.220
horg. . mgt 7.90 8.10 7.10 7.10 6,70 7.38 8,12 6.64 0.265

Cholest. ngt 95,00 90.00 90,00 75.00 60.00 82.00 99,87 64.13 6.442
Glucos. mg% 190.00 175.00 150,00 175,00 170.00 172,00 189,87 154.13 6.442
BUN mgd 14,00 11.00 16,00 11,00 11,00 12.60 15.46  9.74 1.030
Bilirub,T.mgd 0.60 0.60 0.70 0.70 0.65 0.65 0.71 0.59 0.022
Atk.Pnos.mu/ml 220,00 165,060 150,00 325.00 270.00 226,00 316.48 135,52 32.611
LDH mmt/ml 0.74 0.48 0.60 1.10 0.62 0.7 1.00 0.41 0.106
SGPT nU/ml 85.00 45,00 55.00 50.00 65.00 60,00 79.62 40.38 7.071
SGOT mU/ml 85.00 50,00 70.00 135,00 75.00 83,00 122,39 43.61 14,195
¢l fon meq/l 107.06 110,00 108,00 110.00 117.00 110.40 115,25 105.55 1.749
Na ion meg/l 167.00 152,00 147.00 160.00 161.00 157.40 -167.19 147.61 3.530
K ion  meq/l 7.20 6.50 §.50 6.50 ¢.50 6.44 7.19  5.69 0.271

Ca ng % 16,00 14,00 13.00 14,00 14,00 14.20 15,56 12.84 0.490 cr

Lu,e300¢

. . FAMACEUNCA §
e e e ; DATA: 76/3/76  FIRMA: -l dlfredo Nuntuarq L

| i e oo <
I
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GHOUP . VT SUX  F STRAINN,ZEL. EXULRIMENT 022  TREATMENT PHYSIOL. soL. in 4ml/Kg SIOCHEMICAL CAID

1, 2, 3. 4. 5. M. L.F. 4E.S.
Co 2 meqg/1 16,00 16,00 12.00 18.00 16.00 15.60 18,31 12.89 0.980
Prot. Tot. gt 7.60 7.60 7.20 6,60 7.40 7.28 7.79 6.77 0.185
Albumine g%  4.30 6.00 5.10 4.50 4.00 4,90  5.82 3.98 0,333
Inorg. P. mgt 7.60 7.80 7.50 7.80 6,70 7.48 §.04 6.92 0.203 4
Cholest. mg% 110.00 150,00 120,00 80.00 65.00 105.00 146.55 63.45 15.000 .
Glucose mgt 190.00 170.00 175.00 180.00 175.00 178.00 187.39 168.61 3.391
BUN mgd 13,00 13.00 12,00 22.00 11.00 14.20 19,70 8.70 1.985
Bilirub.T‘.mgﬁ 0.70 0.95 0.80 0.65 0.60 0.74 0.91 0.37 0,062
Alk.PhospamU/ml 190,00 205,00 195.00 135.00 150,00 175.00 212,93 137,07 13.693
LDH mmid/ml 0.46 2.40 1.56 0.40 0.26 1.02 2,17 =0,14 0.417
SGPT mi/ml 55,00 60.00 60,00 40.00 40.00 51.00 63.69 38,31 ‘4.583
SGOT mU/ml 85,00 185,00 140,00 60.00 60.00 100,00 164.22 35.78 23,184
Cl ton meq/l 107.00 109.00 142,00 126.00 126,00 116.00 127.52 104.48 4,159
Na ion meq/) 158,00 168,00 173.00 160,00 155.00 162,80 172,05 153.55 3.338
X ion  meg/1 6.80 9.80 9.60 7.30 5.40 7.78 10.12 5,44 0.844

A

catt mgv 15,00 11.00 14,00 16,00 15.00  14.20 16.58

fn b UCHUNCA SpA

RN Y

A
11.82 0.860 cu..mﬂé
.. DATA: _26/3/7b  FIRMA: v A

edo Nuntiatd
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C.R.F. DIPARTIMENTO DI TOSSICOLOGIA JME o
HIEMATOLOGIC VAL ANALYSIS OF VARIANCE CXPERIMENT — n° 022 SEX M STRATN NEW ZELLAND
GROUP GROUP 1 GROUP  IIT crouP v P Sigef.
Het % 16,200 + 0.7348 38,600 + 0.5099  40.600 x 0.5099 13,73  0.01 12
Leuk.x 1000 3.120 + 0,8980 4,160 + 0.418 " 5,160 + 0,6431 2,24 N.S.
Hb 3% ml 12,000 + 0,5762  11.920 % 0.3137 13,520 £ 0.2498 4,94 0.01 12
Erythroc. x millions 5.460 + 0.3655 5.440 + 0.1364 6.120 + 0,2417 2,13 N.5. 2
MCv 67,220 4 3.6225 71,060 + 1.4702  66.660 + 2.0351 0.88  N.S.
F  Meutr. 26.200 + 9.3723 30,400 + 2.1354 28,800 + 5.9867 0,10  N.S.
f + * t
R Limph. 73.400 + 9.3360  69.600 + 2,1354 71,200 + 5.9867 0.08  N.S,
R + * b
u Mon. 0 0 v U
L
A Eosiph, 0 0
Bas. 0
C. R F Ao,
CONSOR.WQO W W ATUHICA Sp A
Data 26/3/76 Firma Dr, (Alrei o/\lunzmm
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TME O
) (R.F. DIPARTIMENTO DI TOSSICOLOGIA The =
HEMATOLOG T VALURS ANALYSLS OF VARIANCE EXPERIMENT f 022 ggx  F grrarn  ME¥ ZEELAND
crou crovp 1T GRouP v GROUP Vi F Sianl’,
Het % 38.600 % 0,5099 39,000 # 1.0488  41.000 % 0.5477  2.98  0.01 1
Lek .x 1000 4,400 + 0.4147 4.360 + 0.3 01 5.120 + 0,6621  0.58  N.S. ‘
Hb g% nl 13,060 0.3341 13,000 * 0.3347 13.480 + 0.5314 0.40 N.S. .
toythroe. X willrons 5.860 + 0.1806 5.880 + 0.190 ¢ 6.120 * 0.3153 0.37 N.S.
Ry 66.140 + 2.4109 66,600 + 2,73 6 65.560 + 3.3466 0.03 M.S.
F Neutr. 21.600 + 4.4%00 27.600 + 6.2338 28,600 # 5.0160 0.51 M.S.
0
R kymph. 78.400 + 4,4900 73,000 & 6.0581 73.000 + 3.9749 0.40 .8,
M
U Mon. o - 0 0
L
A Easiph. [+] o] o]
Bas. °
[3 .
Data /7% Firma .. s ek

fj

Affidav ouaiatd
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t=0
GROUP SEX 022 20
I M STRAIN N2 EXPERIMENT 22 TREATMENT 0 mg/Kg os HEMATOLOGIC CARD
H
t
Anjmal N, 1. 2. 3. 4. 5. ., L.F. +E.S.
Hot % 17.00 38.00 34.00 37,00 35.00  36.20 38.24 34,16  0.735
Leuk. x 1000 4,20 4,00 1,00 5.40 1.00 3.12 5,61 0.63  0.898
Hb g & ml 11.20 13.20 10.40 13.40 11,80 12,00 13.60 10.40  0.576
Erythroc. x mllions 4,80 6.00 4.70 6.60 5,20 5.46 +6.47 4.45 0,366
MoV 77.10 63.30 72.30 56.10 67,30 67,22 77,28 57.16  3.622
Leukocitic Formila
. Neutr. 22.00 46.00 5.00 50.00 8,00 26,20 52,22 0.18  9.372
Lymph. 76.00 54.00 95,00 50.00 92,00  73.40 99.32 47,48  9.336
o, 2,0 0.6 0.0 0.0 0.0 0.2
Eosiph, 0.0 0.0 0.0 0.0 0.0 0.0
s 0 0 0 0 0 0 'fm:‘ FLRVACEUTCA SpA.
ata
DATA:  26//76 Alfrado Nunt
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GROUB II SEX P STRAIN NZ EXPERTMENT 022 S ATME © 200mg/Kg os
TREATVENT 3 HEMATOLOGIE AR, ez mmmm
Ammal N, 1. 2. 3. 4. 5. M. L.F. +E.8,
Het & 37,00 39.00 39%,00 38,00 40.00 38.60 40.02 237.18 0.510
Leuk, x 100 4.60 5.20' 4.80 2.80 4,60 4.40 5.55 3.25 0.415
Ho ¢ & ml 13,60 13,00 12.20 12.50 14.00 13.06 13.99 12.13 0.334
Krythroo. samsllions 6450  5.90 5,70 5.40  5.80 5.86 6.36 5.36 0.181
MCY 56.90 66.10 6B8.40 70,40 68,90 66,14 72.83 59.45 2.411
Leukocitic Formula
Neutr. 22,00 6.00 22,00 24,00 34.00 21.60 34,07 9,13 4.490
Lymph. 78.00 94.00 78.00 76.00 66.00 78.40 90.87 65.93 4,490
Mon, 0.0 0.0 0.0 0.0 6.6 0.0
Eosiph. 0.0 0.0 0.0 0.0 0.0 0.0
Bas. 0.0 0.0 0.0 0.0 0.0 0.0
C. R
DATA: 26/3/76 L 1004 FUMACEUTICA Sp o
R IDe, Alpeeds Nunziata
b
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t=0
GROUP IIT SEX M STRAIN N2 EXPERIMENT 022 TREATMENT 100mg/kG 08 HEMATOLOGIC CARD
Animal Nj 1. 2. 3. 4. S. M. L.F, +E.8.
ot % 37.00 39.00 40.00 39,00 38,00  38.60 40,02 37.18  0.510 .
Leuk. x 1000 5.40 2,80 4.20 4,40 4.00 4,16 5.32 3.00 0,417
Ho g fiml 11,40 14,20 13.00 12,00 12,00 11,92 12.7% 11.05 0.314
Erythroc.x millions  5.20  5.20  5.80 5.30 5.60 5.44 5.82 5.06 0,136
MCV 71.10 75.00 67.80 73,60 67.80 71.06 75.14 66.98 1.470
Leukocitic Formula
Neutr. 32,00 26.00 38,00 28,00 28.00 30.40 36.33 24.47 2,135
Lymph. 68.00 74.00 62.00 72,00 72,00  69.60 75.53 63.67  2.135
Mon, 0.0 0.0 0.0 0.0 0.0 0.0
Edsiph. 0.0 0.0 0.0 6.0 ¢.0 0.0
Bas. 0.0 0.0 0.0 0.0 0.0 0.0 ,
C. R
DATA: 328/3/7% FIRMA:  COASO) 20a PARVACEUICA SpA
r. Alfredo Nunziata
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) =0

RO v SEX P STRAIN NZ EXPERIMENT 022 TREATMENT 100 mg/Kg os HEMATOLOGIC CARD
Animal N. 1. 2. 3. 4. 5. M. L.F, +E.8.
Hct % 40.00 39,00 41,00 40,00 35,00 39.00 41,91 36.09 1.049
Leuk, X 1000 5.00 5.40 5.00 4.20 2.20 4.36 5,95 2,17 0.574
Ho g & ml 13.20 12.80 14.20 12,40 ,12.40 13.00 13,93 12.07 0,335
Erythroc. xmilions 540 6,30 6.30 5,30 5.80 5,88 6.41  5.35 0.191
MCV 70.20 61.90 65,10 75,50 €0.30 £6,60 74,36 58.84 2.795
Leukocitic Formula °
Neutr. 33.00 24.00. 36,00 40.00 5.00 27.680 44,91 10,29 6,234
Lympki. 67.00 36,00 67.00 60,00 95.00 73.00 89.82 56.18 6,058
Mon . ¢.0 0.0 2.0 0.0 0.0 0.2
Fo=iph, 0.0" 0.0 0.0 0.0 0.0 6.0
Bas. 0.0 0.0 0.0 0.0 0.0 0.0

C &
DATA: 26,/2/76 FIRMA: Rut 1 atuecrtih SpA

Dr, Alfredo Nunziata
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GROUP VI  SEX F STRAIN NZ EXPERIMENT ¢ 022 TREATMENT  PHYSIOL SOL HEMATOLOGIC CARD
Animal N 1. 2. 3. 4. 5. M. L.F. +E.8,
Het % 41.00 42.00 42,00 39,00 41.00 41,00 42,52 39.48 0.548
Leuk. x 1000 3,20 4.80 6.80 4.40  6.40 5.12 6.96 3,28 0.662

I
Ho ¢ % ol 12,20 15.00 14.40 12.60 13.20 13.48 14,96 12,00 0.531 !
Erythroc.x millions 5,40 6.90 6.80 5.50 6.00 6.12 7.00 5,24 0.315
My 75.90 60.90 61,80 70.90° 58,30 65.56 74,85 56,27 3.347
Leukocitic Formula
Neutr. 44,00 26.00 18.00 19.00 36,00 28,60  42.53 14.67 5.016
Lymph. 66,00 74.00 82,00 71.00 62,00 73.00 84.04 61.96 3.85 .
L .
Mon. 0.0 0.0 0.0 6.0 0.0 0.2
Eosiph 0,0 0.0 . 0.0~ 0.0 0.0
Bas. 0.0 0.0 0.0 0.0 6.0 6.0
CW 4 HEACEITCA $p A
T %/3/76 frede Nunsiata

1 e s s
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GROUP v SEX M STRAIN N2 EXPERIMENT 022 TREATMENT PHYSIOL,. SOL. HEMATOLOGIC CARD
Animal N, 1. 2. 1, 2, 5. M, L.F. +E.S.
Hot % 49.00 39.00 42.00 41.00 40.00  40.60 42,02 35,18  0.510 :
Leuk. x 1000 3.40 5.00 7.20 5,80 - 4.40 5.16 6.95 3,37 0.643
Ho ¢ & ml 13.80 12.60 13.40 14.00 13.80 13,52 14.21 12.83 0,250
Erythroc.x millions 6.30  5.30 6.40 6.70 5.90 6,12 6,79 5.45 0,242
MOV 65.10 73,60 65.60 61.20 6€7.80  66.66 72.31 61,01 2,035
Leukocitic Formula
Neutr. 38.00 14.00 46.00 18,00 28.00 28,80 45.42 12.18 5.97
Lymph. 62.00 86.00 54.00 /62,00 72,00 71,20 87.82 54,58  5.977
mon. 0.0 0,0 0.0 0.0 0.0 0.0
_Eosiph. 0.0 0.0 0.0 0.0 0.0 0.0
’ Bas. 0 0 0 [} 0 0

C. R F
DATA: 26 '2/76 FIRMAS puesceineh Sok
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AUTOPTIC CARD
. 1 LSEX | STRATN EXPERIMED | TREATMENT }
. ; 55 ]
| 4 M i.\. ZEELAND i 022 1200 mg/kg iv-1 month
- e 1 o nen)
‘/,\ .t:):..‘\\ \ /‘l 0<\1 ,
,-[\a\ ’l“ ’ A L
! . f { 0 )
AN A
S e e
! 2 3 .
. [ ) 'm; " - T
DI L —
’d
LN T e
{
IR ' :
!' \ .!\ N !
) } / V\\‘__ N
X 5 6 AT 8
e
ORGAN
1.BRAIN g 8,3 6.HEART g 5,6 11. INTESTINE
2 _HYPOPHYSIS mg0,01 7.STOMACH 12. KIDNEYS g 15,7
3.THYMUS g3,5 B.LIVER g60,1 13. SUPRARENAL GLANDS mg 300
4. THYROLD 9.SPLEEYN g 1,2 14. GONADS g 2,8
5 . LUNGS 10.PANCREAS 15. SEMINAL VESICLES
16. PROSTATE mg 900
hate 29/4/76 .
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AUTOPRPTTIC CARD

ORGAN
1.BRAIN g 9  ©6.HEART
2 HYPOPHYSIS go,014 7-STOMACH
3. THYMUS o 4,7 B.LIVER
4. THYROID 9.SPLEEYN

5 .LUNGS 10, PANCREAS

NDate 29/4/76

g9,6 11.

g65,6 13.
glL,2

INTESTINE
12. KIDNEYS

SUPRARENAL GLANDPS pg 300
14. GONADS

¢ 15,4

15. SEMINAL VESICLES
PROSTATE

16.

‘Toxicologicat Depavrtment 76
TSFX | STRATN EXPERTMENT TREATVMENT 1
| SE - o«

i M ! N. ZEELAND 022 200 mg/kg iv-1 month]
i I . N - A
S i N S

S ‘ ¥ } v ) .
Nove
S—
™ (-
1 2 3 .
3 )

g 3,8

mg 800
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AUTOPTLIC CARD

CLoitL .
foxicological Departmoent

77

ORGAN
1.BRAIN €9,7 6.HEART g 5,9 11.
2 .HYPOPHYSIS mg0,0237 .STOMACH i2.
3. THYMUS g4,0 B8.LIVER  g62,7 13.
4. THYROID 9.SPLEEN ¢ 1,6 1l4.
5 .LUNGS 10 .PANCREAS 15,

16.

Date 29/4/76

‘TS}; STRATN 77T U EXPERIMENT T T T I REATMENT )
M iw. ZEELAND 022 200 mg/kg iv-1 month

INTESTINE
KIDNEYS g 17
SUPRARENAL GLANDS mg 200
GONADS g 5,4
SEMINAL VESICLES

PROSTATE mg 2900
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Toxicological Depactment

78

AUTOPTIC CAR
i T CTIEHSTIENT T T T GNPERINENT T T
.. T %srnﬁFj ’ ItxpnﬁFwEMT TREATMENT !
3 lx. ZEELAND 022 200 mg/kg iv-1 month¥
O - e — - o st s e % v w0 s PR
/
1
ORGAN
1.BRAIN g9,3 6 .HEART g 7,6 11. INTESTINE
2  HYPOPHYSISmgO,027 7 .STOMACH 12. KIDNEYS g 16,6
3. THYMUS 23,5 8 .LIVER ¢65,6 13. SUPRARENAL GLANDS mg 200
4. THYROTID 9.SPLEEN g1,7 14. GONADS g 0,2
5.LUNGS 10.PANCREAS 15. SEMINAL VESICLES
16. PROSTATE mg 2400

Date 29/4/76



PR

pitans iRt

PRSI

N,

1

AUTOPTITC CARD

21

LR &

Foxicologsical Denaptiment

75

RO '

e CETRATY | FXPERTVENT T IREATNENT
M PNLZEELAND i 022 200 mg/kg iv-1 month’
RN v ) u(\x.u
r-\\‘ \'. \'(/\
3
{ / \ 0 ._.\ (Y
y =1
! 2 3 ¢
—
p \W. \ -
OO N HN ——
) '
— { \
( ‘\ ra ‘\ H
oL
M- AN
/) L

7 8

A

9 10 11 2z
N @0 %
Y % 5 Tt
A .dr.g‘
13 14 15 16
ORGAN
L.BRALN g9,3 6 . HEART g6,3 11. INTESPINE
2  HYPOPHYSISmEO,02 7 STOMACH 12. KIDNEYS gl16,3
3. THYMUS g3,2 8.LIVER g60,8 3. SUPRARENAL GLANDS mg2090
4. THYROLD 9.SPLEEN gl 14. GONADS 6
5. LUNGS 10.PANCREAS 15. SEMINAL VESICLES
16. PROSTATE rg1000

Nnte

29./4/

76
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Toxicological NDepartment 79
AUTOPTIC CARD
T T T S RATN T T T T ERBERTMENT ' —
NL o, pp SEX | TR . I o ! TREATMENT |
: N. ZEELAND 22 200 mg/kg iv-1 month}

: g | z

Q_\/’
9 10 &/ <A 1} n

M e

“— O
13 14 I 16
ORGAN
1.BRALIN g8,9 6 .HEART g5,9 L1. INTESTINE
2 HYPOPHYSIS mg0,02 7.STOMACH 12. KIDNEYS g 15,6
3.THYMUS g2,8 8.LIVER --g859 13. SUPRARENAL GLANDS mg 200
A4.THYROILD 9 .SPLEEN g1,3 L4. GONADS g 0,2
5. LUNGS LO.PANCREAS 15. SEMINAL VESICLES
16. PROSTATE
UTERUS mo 23NN

Date 29,/4/76 .
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